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This study has been audited by Quality Assurance in accordance with the applicable 
Good Laboratory Practice regulations. Reports were submitted in accordance with 
Standard Operating Procedures as follows: 


Date(s) of Audit 


29-Jun-2020 — 30-Jun-2020 


23-Jul-2020 

02-Oct-2020 

14-Sep-2020 
23-Nov-2020 — 04-Dec-2020 
23-Nov-2020 — 04-Dec-2020 
23-Nov-2020 — 04-Dec-2020 
23-Nov-2020 — 04-Dec-2020 
23-Nov-2020 — 04-Dec-2020 
23-Nov-2020 — 04-Dec-2020 
23-Nov-2020 — 04-Dec-2020 
07-Dec-2020 - 10-Dec-2020 


QA INSPECTION DATES 


Phase(s) Audited 


Final Study Plan 


Study Plan Amendment 01 
Study Plan Amendment 02 
Physical development 
Report Tables 
Report — Materials and Methods 
Data Review — Formulations 
Data Review — Technical Operations 
Data Review — Clinical Pathology 
Data Review — Necropsy 
Report 
Report - Results 


Dates Findings Submitted to: 


Study Director 


30-Jun-2020 


23-Jul-2020 
02-Oct-2020 
14-Sep-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
10-Dec-2020 


Study 
Director 
Management 


30-Jun-2020 


23-Jul-2020 
02-Oct-2020 
14-Sep-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
04-Dec-2020 
10-Dec-2020 


In addition to the above-mentioned audits, process-based and routine facility inspections were 
also conducted during the course of this study. Inspection findings, if any, specific to this 

study were reported by Quality Assurance to the Study Director and Management and listed 
as a Phase Audit on this Quality Assurance Statement. 


The Final Report has been reviewed to assure that it accurately describes the materials and 
methods, and that the reported results accurately reflect the raw data. 


DocuSigned by: 


(b) (6) 
U Signer Name (b) (6) 


Signing Time: 22-Dec-2020 | 02:41:07 EST 


Signing Reason: | approve this document 
E8E9D52A37404BAC9A6775A0FC682277 


(b) (6) 


CONFIDENTIAL 


FDA-CBER-2021-5683-0593882 


0901 77e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 9 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 


GLP COMPLIANCE STATEMENT AND REPORT APPROVAL 


The study was performed in accordance with OECD Principles of Good Laboratory Practice 
as required in Directive 2004/10/EC of the European Parliament and of the Council of 

11 February 2004, Bonnes Pratiques de Laboratoire, Ministére de l’Emploi et de la Solidarité 
Frangaise, No. 2000/Sbis, arrété du 14/03/2000. 


OECD Principles of Good Laboratory Practice are accepted by Regulatory Authorities 
throughout the European Union, United States of America (FDA and EPA), and 
Japan (MHLW, MAFF, and METI) and other countries that are signatories to the 
OECD Mutual Acceptance of Data Agreement. 


Exceptions from the above regulations are listed below. 


« Antibody analysis (Appendix 26) was not conducted in compliance with GLP but in 
accordance with the Good Clinical Laboratory Practice (GCLP). This Test site was 
selected by the Sponsor because it has the most appropriate experience concerning the 
measurement of neutralizing antibody titres against the SARS-CoV-2 live virus by 
Microneutralization CPE-based method. The delegated phase for antibody analysis was 
fit for purpose, performed in adherence to the facilities SOPs and working instructions, by 
a research facility with proper expertise, and adequate history and by individuals specially 
trained in this technique (according to VisMederi management of personnel procedure). 
This exception did not adversely affect the outcome or interpretation of this study because 
the methods included appropriate controls to provide reliable data and analyses according 
to data integrity principles and local QA Report review will ensure compliance to internal 
procedures. 
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i RESPONSIBLE PERSONNEL 
Role/Phase QAU Name Contact Information 
Study Director pa (b) (6) Address as cited for Test Facility 
Test Facility Charles : oe 
iVaniapetnent Rivet (b) (6) Address as cited for Test Facility 
Test Facility Charles (b) (6) : a 
QAU River Address as cited for Test Facility 
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Principal Investigator (PI) 


GLP 


Role/Phase R Name Contact Information 
Compliance 
Serum ore VisMederi Srl 
Antibody oP (b) (6) Strada del Petriccio e Belriguardo, 35 
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2. ABSTRACT 


The objective of this study was to assess the potential effects of BNT162b1, BNT162b2 and 
BNT162b3, vaccine development candidates to prevent Covid-19, and the concomitant 
immune response, on fertility and pre and postnatal development in the female Wistar 
(CRL:WI[Han]) rat. 


BNT162b1, BNT162b2 and BNT162b3 were administered intramuscularly (IM) to FO female 
Wistar rats 21 and 14 days before the start of mating (M-21 and M-14, respectively) and 

then on Gestation Day (GD) 9 and GD20, for a total of 4 dose days. A separate control group 
was administered saline by the same route and regimen. Each dose group consisted of 

44 FO females, 22 rats assigned to the caesarean subgroup, and 22 rats assigned to the 
littering subgroup. Each dose consisted of 30 ug mRNA /dosing day (0.06 mL/dose) 

IM injection in alternating quadriceps muscles. 


Following completion of a mating phase with untreated males, 22 rats per group (nominally) 
underwent caesarean section on GD21 and were submitted to routine embryo-fetal 
development evaluations (caesarean subgroup). The remaining 22 rats per group (nominally) 
were allowed to litter and development of the offspring was observed up to weaning on 
Postnatal Day (PND) 21 (littering subgroup). 


The following parameters and end points were evaluated in all FO animals: Survival, clinical 
signs, body weights, body weight gains, food consumption, estrous cycles, mating 
performance, fertility and macroscopic observations. FO females assigned to the caesarean 
subgroup were further examined for ovarian and uterine contents, gravid uterine weights and 
fetuses were evaluated for viability, sex, body weights, and external, visceral, and skeletal 
morphology. FO females assigned to the littering subgroup were allowed to deliver naturally, 
and were further assessed for parturition, lactation, and maternal behavior, and were 
monitored to the day of euthanasia on Lactation Day (LD) 21. F1 offspring were assessed for 
survival, clinical signs, body weights, physical development (pinna unfolding and eye 
opening), preweaning auditory and visual function tests to screen for normal 
neurodevelopment, and macroscopic observations. 


Blood samples were collected before administration of the first dose (baseline) and on the 
first day of cohabitation for each FO female (both subgroups), on GD21 (caesarean 
subgroup), and on LD21 (littering subgroup females). Blood samples were also collected on 
GD21 from viable fetuses in each available litter (caesarean subgroup) and on PND21 from 
pups from each available litter (littering subgroup). Blood samples were evaluated for 
neutralizing antibody titres against SARS-CoV-2 live virus. 


There were no deaths throughout the study related to any of the 3 vaccine candidates. 


Intramuscular administration of BNT162b1, BNT162b2 and BNT162b3, before and during 
gestation to female Wistar rats resulted in non-adverse clinical signs and macroscopic 
findings localized to the injection site as well as transient, non-adverse body weight and 
food consumption effects after each dose administration. These maternal findings are all 
consistent with administration of a vaccine and an inflammatory/immune response. 
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There were no effects on estrous cycles, pre-coital interval, mating, fertility and pregnancy 
index, or on any ovarian, uterine, or litter parameters, including F1 pre and postnatal survival, 
growth, external, visceral, and skeletal morphology, or effects on pre-weaning physical and 
functional development of the F1 pups related to any of the 3 vaccine candidates. 


Administration of 4 doses (2 prior to mating and 2 during gestation) of BNT162b1, 
BNT162b2, or BNT162b3 elicited SARS-CoV-2 neutralizing antibody responses in the 
majority of females just prior to mating (MO), at the end of gestation (GD21), and at the end 
of lactation (LD21). SARS-CoV-2 neutralizing titers were detected in most offspring (fetuses 
on GD21 and pups on PND21). SARS-CoV-?2 neutralizing antibody titers were not observed 
in animals prior to vaccine administration or in saline-administered control animals. 


In conclusion, intramuscular administration of BNT162b1, BNT162b2 and BNT162b3 before 
and during gestation to female Wistar (CRL:WI[Han]) rats was associated with non-adverse 
effects (body weight, food consumption and effects localized to the injection site) after each 
dose administration. There were no effects of any of the 3 vaccine candidates on mating 
performance or fertility in FO female rats or on embryo-fetal or postnatal survival, growth, or 
development of the F1 offspring. An immune response was confirmed in FO female rats 
following administration of each vaccine candidate and these responses were also detectable 
in the F1 offspring (fetuses and pups). 
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The objective of this study was to assess the potential effects of BNT162b1, BNT162b2 and 
BNT162b3, vaccine development candidates to prevent Covid-19, and the concomitant 
immune response, on fertility and pre and postnatal development in the female Wistar 


(CRL:WI[Han]) rat. 


The design of this study was based on Guidelines from the International Conference on 
Harmonization, $5(R3) Detection of Reproductive and Developmental Toxicity for Human 
Pharmaceuticals; Department of Health and Human Services, Food and Drug Administration 
(FDA), 2006 Guidance on Developmental Toxicity Studies in Vaccines for Infectious 
Disease Indications; WHO guidelines on nonclinical evaluation of vaccines. 


The Study Plan, the last Study Plan amendment, and deviations are presented in Appendix 1. 


Study Initiation Date 


(Study Plan signed by the Study Director): 


Experimental Starting Date 
(First date of study-specific 
data collection): 


26 Jun 2020. 


29 Jun 2020. 


Postnatal Development - Littering Subgroup: 


Animal Arrivals: 


Initiation of Predose Estrous Cycle 
Monitoring: 


First Injection (Day 1 = M-21): 
Start of Mating (M1): 
Littering (LDO): 


Necropsy of Dams and Pups 
(LD21/PND21): 


Females: 29 Jun 2020. 
Males: 10 Aug 2020. 


13 Jul 2020. 
27 Jul 2020. 
From 17 Aug 2020. 
From 09 Sep 2020. 


From 30 Sep 2020. 


Embryo-Fetal Development - Caesarean Subgroup: 


Animal Arrivals: 


Initiation of Predose Estrous Cycle 
Monitoring: 


First Injection (Day 1 = M-21) 
Start of Mating (M1): 
Caesarean Sections (GD21): 


Experimental Completion Date 
(Last necropsy): 


Females: 13 Jul 2020. 
Males: 10 Aug 2020. 


27 Jul 2020. 

10 Aug 2020. 
From 31 Aug 2020. 
From 22 Sep 2020. 


12 Oct 2020. 
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4. MATERIALS AND METHODS 
4.1. Test Materials 


4.1.1. Test Items Characterization 


The Sponsor provided to the Test Facility documentation of the identity, strength, purity, 
composition, and stability for the test items. Certificates of analysis were provided to the 
Test Facility and are presented in Appendix 2. 


The characterization of the test items was conducted in a GMP environment (information 
provided by the Study Sponsor on 30 Nov 2020). 


The Sponsor has appropriate documentation on file concerning the method of synthesis, 
fabrication or derivation of the test items, and this information is available to the appropriate 
regulatory agencies should it be requested. 


4.1.2. Test Material Identification 


Text Table 1 
Test Item Identification 


Test Item 1 Test Item 2 Test Item 3 
Identification: BNT162b1 BNT162b2 BNT162b3 
Alternate Identification: CoVVAC CoVVAC CorVac BNT162b3c 
Batch No.: RBP020.3 LNP RBP020.2 LNP RBP020.8 LNP 
Lot No.: CoVVAC/100320 CoVVAC/270320 BCV/040620 
Physical Description: White to off-white White to off-white White to off-white 
suspension suspension suspension 
Expiry Date: 10 Jan 2021 27 Nov 2020 04 Dec 2020 
Correction Factor: None None None 
oa 508 pg/mL 508 pg/mL 531 ug/L 
Storage Conditions: Temperature set to maintain -80°C 
Provided by: Sponsor 
Text Table 2 
Control Item Identification 
Control Item 
Identification: Sterile physiological saline (0.9% NaCl) 
anata ye 
Batch/Lot Nos.: 905098 and 912642 
Expiry Dates: 30 Apr 2022 and 30 Nov 2022 respectively 
Storage Conditions: Ambient temperature 
Provided by: Test Facility 


N/A: Not Applicable. 
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4.2. Reserve Samples 

For each batch (lot) of test items supplied by the Sponsor, a reserve sample (1 unit) was 
collected and maintained under the appropriate storage conditions by the Test Facility. 

4.3. Test Items Inventory and Disposition 


The test materials (e.g., test items) were received by the Test Facility for distribution as 
needed. Records of the receipt, distribution, storage, and disposition of test materials are 
maintained. All unused Sponsor supplied bulk test materials, with the exception of the 
reserve samples, were returned to the Sponsor after the in-life period. 


4.4, Dose Dispensing and Analysis 


4.4.1. Preparation of Formulations 


The test items and control item were supplied as a ready-to-use formulations and were 
dispensed as needed to the animal facility. 


Text Table 3 
Formulation Frequency of Preparation 


. Administration Fr ncy of cys 
Dose Formulation eat ts ipaneaes ti Storage Conditions 
Dose Form Preparation 

Control item Solution On each day of administration cds dicly Cispensed al 
ambient temperature 

: . - : Immediately dispensed at 

Test item Suspension On each day of administration : 

ambient temperature 


Any residual volumes from each dosing occasion were discarded. Fresh vials were thawed for 
each administration. 


4.4.2. Sample Collection and Analysis 


The test items were used as received from the Sponsor; therefore, samples for dose 
formulation analysis were not collected by the Test Facility. 


4.4.2.1. Stability and Homogeneity 


The Sponsor has provided data that demonstrate that the test items formulations are stable 
and homogenous when stored under the same conditions as those used in the present study, as 
follows: 


¢ Stable at a concentration of 0.5 mg/mL for 12 weeks at -80°C. 

Stable at a concentration of 0.5 mg/mL for at least 1 month at room temperature 
(information provided by the Study Sponsor on 03 Dec 2020). 

* Homogenous for at least 6 hours following gentle inversion. 


Homogeneity data provided by the Sponsor are retained in the study records 
(Study No. VR-VTR-10681). The Homogeneity Report is presented in Appendix 3. 
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4.5. Test System 


4.5.1. Receipt 


On 29 Jun 2020 and 13 Jul 2020 (females) and 10 Aug 2020 (males), Wistar rats 
CRL:WI(Han) were received from Charles River Laboratories France, 329 Impasse du 
Domaine Rozier, Les Oncins, 69210 Saint-Germain-Nuelles, France. Virgin females were 
11 weeks old and weighed between 179.3 and 265.4 g at the initiation of dosing and virgin 
males (untreated) were 11 weeks old and weighed between 328.4 g and 415.9 g at arrival. 
4.5.2. Justification for Test System and Number of Animals 


At this time, studies in laboratory animals provide the best available basis for extrapolation to 
humans and are required to support regulatory submissions. Acceptable models which do not 
use live animals currently do not exist. 


The rat was chosen as the animal model for this study as it is an accepted rodent species for 
preclinical toxicity testing by regulatory agencies. It mounts an immune response to the 
vaccines tested that is similar to the expected human response after vaccination. 


The total number of animals to be used in this study is considered to be the minimum 
required to properly characterize the effects of the test item and its immune response. 

This study has been designed such that it does not require an unnecessary number of animals 
to accomplish its objectives. 

4.5.3. Animal Identification (FO Males and F0 Females) 


Subcutaneously implanted electronic identification chip. 


4.5.4. Environmental Acclimation 

All animals received a clinical inspection for ill-health on arrival. Acclimation period was 
28 days before the start of dosing for females and 7 days before the start of mating for males. 
4.5.5. Selection, Assignment, Replacement, and Disposition of Animals 

After arrival, animals were randomly assigned to groups. 


The disposition of all animals was documented in the study records. 
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4.5.6. Husbandry 


4.5.6.1. Housing 
Housing: Single or group housed. 
Caging: Plastic cages containing appropriate bedding. 


The animals were caged as follows (see Appendix 1): 


Number of Animals per Cage 


Males Females 
Pre-mating up to 4 up to 5 
Mating 1 male + 1 female housed together 
Gestation of FO generation up to 4 1 
Lactation of FO generation - 1 + litter 


-: Not applicable. 


Cage Identification: | Color-coded cage card indicating study, group, animal number(s), 
and sex. 


Animals were separated during designated procedures/activities or were separated as required 
for monitoring and/or health purposes, as deemed appropriate by Study Director and/or 
clinical veterinarian. Cages were arranged on the racks in group order. Where possible, 
control group animals were housed on a separate rack from the test item-treated animals. 


4.5.6.2. Animal Enrichment 


For environmental enrichment, animals were provided with items such as a wooden gnaw 
block and shredded paper, except when interrupted by study procedures/activities. It is 
considered that there are no known contaminants in the enrichment that could interfere with 
the outcome of the study. 


4.5.6.3. | Environmental Conditions 


The targeted conditions for animal room environment were as follows: 


Temperature: 19°C to 25°C. 

Humidity: = 35%. 

Light Cycle: 12 hours light and 12 hours dark (except during any designated 
procedures). 


Dimmed lighting appeared 15 minutes before the lights were 
switched on and disappeared 15 minutes after the lights were 
switched off. 


Ventilation: 10 or more air changes per hour. 


Environmental conditions were within the targets throughout the study. 
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4.5.6.4. Food 
Diet: 


Type: 
Frequency: 


Analysis: 


4.5.6.5. Water 
Type: 


Frequency/Ration: 


Analysis: 
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Complete rodent diet (Reference No. A04C-10, Safe), sterilized by 
irradiation. 


Pellets. 
Ad libitum, except during designated procedures. 


Each batch of diet is supplied with a certificate of analysis which is 
verified and authorized for release by a veterinarian. 

Certificates of analysis are maintained in the archives of the 

Test Facility. It is considered that there are no known contaminants 
in the feed that would interfere with the objectives of the study. 


Softened and filtered (0.2 um) municipal drinking water. 


Freely available to each animal (except during designated 
procedures) (see Appendix 1). 


Analysed at least twice a year for chemical and bacterial 


contaminants by() (4) 


Certificates of analysis for the drinking water are 
maintained in the archives of the Test Facility. It is considered that 
there are no known contaminants in the water that could interfere 


with the outcome of the study. 


4.5.6.6. Veterinary Care 


Veterinary care was available throughout the course of the study, and animals were examined 
by the veterinary staff as warranted by clinical signs or other changes. All veterinary 
examinations were documented in the study records and reviewed by the Study Director 


(details are kept in the raw data). 


4.6. Experimental Design 
Text Table 4 
Experimental Design of the FO Generation 
Dose Dose Number and Identification of Animals 
Group| Test Dose (ug Salina Concenieativi —— 
No. | Material | mRNA) 0 ee e 7 a ae Caesarean Littering 
(mL) (mg/mL) Subgroup Subgroup 
Control 22 22 
: item ane ° (1 to 22) (201 to 222) 
22 22 
2 |BNT162b1 30 0.06 0.5 (23 to 44) (223 to 244) 
22 22 
3. |BNT162b2 30 0.06 0.5 (45 to 66) (245 to 266) 
. 22 20 
4 |BNT162b3 30 0.06 0.5 (67 to 88) (267 to 288) 


*: 30 ug RNA/dosing day was the targeted dose level. However, based on the actual RNA concentration, this 


group received 32 tug RNA/dosing day. 
Identification of untreated males: 301 to 388. 
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4.6.1. Administration of Test Materials 


Only FO females were treated, males were not treated. 


Dose Route: Intramuscular injection into the quadriceps alternating on each 
dosing occasion. 

Frequency 21 days (M-21) and 14 days (M-14) before the start of the mating 

(4 occasions): phase, and on GD9 and GD20. 

Method: The hair of the animals on the injection area was clipped prior to the 


first injection and then as necessary during the dosing period. 

The animals were temporarily restrained for dose administration. 
The test item was administered under light isoflurane anaesthesia. 
The total volume for each dose was administered at 1 injection site 
in the quadriceps using an appropriate syringe and needle 

(BD Microfine Syringes). The right and left quadriceps were used in 
rotation. 


Each vial was gently inverted 3 times before the first dosing to 
ensure homogeneity according to the Study Sponsor 
(see Appendix 3). 

4.6.2. Justification of Route and Dose 


The intramuscular route of exposure was selected because this is the route of 

human exposure. The dose administered was the highest absolute dose considered for 
Women of Childbearing Potential. 

4.7. In-Life Procedures, Observations, and Measurements 


The in-life procedures, observations, and measurements listed below were performed as 
specified. Untreated males were weighed, observed for morbidity and mortality and any 
abnormal clinical observations were recorded. These data are retained in the raw data but are 
not reported. 

4.7.1. Mortality/Moribundity Checks 


Throughout the study, all FO females were observed for general health/mortality and 
moribundity at least twice daily, except on days of receipt and study termination where 
frequency was at least once daily. Animals were not removed from the cage during 
observation, unless necessary for identification or confirmation of possible findings. 


F1 pups were counted daily during the preweaning phase. 
4.7.2. Clinical Observations 


4.7.2.1. | Cage Side Observations 


Cage side observations were performed at least once daily on non-dosing days for 
FO females. 


During the dosing period, cage side observations were performed before and at least once 
after dosing for FO females. Animals were not removed from the cage during observation, 
unless necessary for identification or confirmation of possible findings. 
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4.7.2.2. Detailed Clinical Observations 


All FO females were removed from the cage and a detailed clinical observation was 
performed weekly during the pre-mating period then on each weighing day during the 
gestation and lactation periods. 


4.7.3. Body Weights 


Individual body weights for FO females were recorded as follows: 


¢ At least weekly pretest, and twice weekly during the pre-mating and mating periods 
(only pre-mating data are reported). 

* OnGD0, GD6, GD9, GD12, GD15, GD18, GD21. 

* OnLDI1', LD4, LD7, LD10, LD14, LD17 and LD21 (littering subgroup only). 


During the lactation phase, offspring were weighed on PND1, PND4, PND7, PND10, 
PND14, PND17 and PND21. 

4.7.4. Food Consumption 

Food consumption of FO females was recorded for the periods (days): 


* Once weekly from Day | during pre-mating period. 

* From GD0 to GD6, GD6 to GD9, GD9 to GD12, GD12 to GD15, GD15 to GD18, GD18 
to GD21. 

* From LD1 to LD4, LD4 to LD7, LD7 to LD10, LD10 to LD14, LD14 to LD17 and LD17 
to LD21 (littering subgroup only). 


4.7.5. Estrous Cycles 


Vaginal smears were taken daily and used to determine the cycle stage for each FO female 
throughout a 14-day pre-dosing period, then for 2 weeks before mating and during 
cohabitation until confirmation of GDO. 


4.7.6. Mating 


Animals were paired on the basis of 1 male and 1 FO female from the same group 
(not siblings) for a maximum of 14 days. 


The day of mating was confirmed by the presence of sperm in a vaginal smear or a vaginal 
plug and was recorded as GDO. 


Mated females were separated from the males once mating had been confirmed and smearing 
ceased or when the appearance of the female suggested pregnancy from an undetected 
mating. 


The same untreated males were used to mate both subgroups. 


1: F208 (Control, 0 ug) and F263 (BNT162b2, 30 wg) were additionally weighed on LDO. 
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4.8. Pregnancy and Parturition (Littering Subgroup Females) 
For each littering subgroup female, the following data were recorded: 


* Date of mating (GDO). 

¢ Date of parturition (LDO). 

¢ Duration of gestation. 

¢ Abnormalities of nesting or nursing behaviour. 

* Number of implantation sites (at necropsy after staining with ammonium sulphide 
solution). 


4.9. Litter Data (Littering Subgroup Females) 
For each littering subgroup litter, the following data were recorded pre-weaning: 


¢« Number of pups born (live and dead). 

¢ External abnormalities of the pups. 

« Number, weight and sex of pups on PND1, PND4, PND7, PND10, PND14, PND17 and 
PND21. 

* Physical development of the offspring, as assessed by the intra-litter onset and duration of 
pinna unfolding from PND1 and eye opening from PND 12. 

¢ Behavioural and functional tests in all pups as follows: 
¢  Pupillary reflex and auditory reflex on PND21. 

¢ External and necropsy findings of dead pups. 

On PND4, the size of each litter was adjusted (culling) to 8 pups, where possible, 

by eliminating extra pups by random selection to yield where possible 4 males and 4 females 

per litter. Extra pups were euthanized by an intraperitoneal injection of sodium 

pentobarbitone. 


Justification of the culling procedure: The culling of litters to a standard size is given as an 
optional procedure in the ICH S5(R3) regulatory guideline. Scientific opinion remains 
divided regarding the justification of culling (see Section 11). It was therefore decided to use 
culling in this study in order to be consistent with the historical data compiled by the 

Test Facility. 


4.10. Antibody Evaluation 


4.10.1. Antibody Sample Collection 


Samples were collected according to Text Table 5. 
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Text Table 5 
Antibody Sample Collection 


Predose on Days of Dosing 


Necropsy (GD21 
b 
eg Number of Females Pretest M0? ae 
1 to4 All FO females xX xX xX 
Selected fetuses from all litters 
1 to4 : 7 x 


of caesarean subgroup 
Selected pups (1 male and 
1 to4 1 female if possible) from all - - x 
litters of the lactation subgroup 

Unscheduled euthanasia 

(dams only, done in the animal facility) 
X: Sample collected; -: Not collected. 
MoO: First day of pairing; GD: Gestation Day; LD: Lactation Day; PND: Post Natal Day. 
*: Sample collected just before pairing. 
>: The day of necropsy (i.e., Day 43 for failed to mate F43 (BNT162b1, 30 wg) and for mistimed pregnancy 
F277 (BNT162b3, 30 pg); on GD26 for not pregnant F254 (BNT162b2, 30 ug); on GD27 for not pregnant F226 
(BNT162b1, 30 ug); on LD1 for euthanized moribund post-partum F276 (BNT162b3, 30 pg), for total litter 
death F236 (BNT162b1, 30 pg) and F279 (BNT162b3, 30 ug). 


Xx 


FO females: Jugular vein 
Method/Comments: Fetuses: Small incision after anaesthesia 
Pups: Intracardiac 


Target 0.5 mL for FO females 
Target Volume (mL): Target 0.3 mL pooled per litter for fetuses 
Targeted 0.5 mL pooled per litter from 2 pups (ideally 1 male and 1 female) 


Anticoagulant: None 
Special Requirements: None 
Processing Serum 


4.10.2. Antibody Sample Processing 


Samples were processed according to Text Table 6. 


Text Table 6 
Antibody Sample Processing 
: ‘ Volume Volume , : 
Centrifugation Aliquot 1 Aliquot 2 Freezing Specific Request 
1800 g ae a Bate 
10 minutes 60 ul. (f i ue - any -80°C None 
Approximately +4°C H iene . seni) 


The exact time of sampling with respect to dosing was recorded for each animal (details are 
retained in the raw data). 
4.10.3. Antibody Analysis by Microneutralization CPE-Based 


Each serum sample was tested in duplicate for serological detection of SARS-CoV-2 specific 
neutralizing antibodies. The test was carried out at Vismederi, according to 

Vismederi Standard Operating Procedures and dedicated working instruction 
“Microneutralization CPE-based assay for SARS-COV-2” (WI-MNSARS-CoV-2). 


The methods and results are presented in Appendix 26. 
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4.11. Terminal Procedures 


4.11.1. Unscheduled Deaths 


A moribund female showing signs of parturition difficulties and 2 females with total litter 
death were euthanized by carbon dioxide inhalation and exsanguination. 


The female euthanized moribund due to parturition difficulties was subject to full 
macroscopic examination of the thoracic and abdominal cavities, including the injection sites, 
to confirm pregnancy status, number of corpora lutea and numbers and types of uterine 
implantations. Any abnormalities observed were sampled and preserved. Retained fetuses and 
dead pups from this female were not examined and were discarded. 


The females with total litter death were euthanized and subject to full macroscopic 
examination of the thoracic and abdominal cavities, including the injection sites, and number 
of uterine implantations. Any abnormalities observed were sampled and preserved. 


One dead breeder male was discarded without further examinations. 


4.11.2. Scheduled Euthanasia 


Surviving animals were euthanized by carbon dioxide inhalation and exsanguination (with 
the exception of the PND4 extra pups - see Section 4.9) and then necropsied according to the 
following schedule: 


FO females: Caesarean subgroup: On GD21. 
F43 that failed to mate was euthanized after the mating 
period (on Day 43). 
Littering subgroup: On LD21, after weaning of the 
F1 pups. 


F226 and F254 that failed to produce a viable litter by 
GD26 or GD27 were euthanized and necropsied; F277 
with a mistimed pregnancy (mating not detected) was 
euthanized and necropsied after the end of the mating 


period on Day 43). 
Culled F1 pups: On PND4. 
Euthanized F1 pups: On PND21. 


The first 30 surviving untreated males were retained at the disposal of the Test Facility and 
the 57 remaining untreated males were euthanized without further examinations following 
completion of the majority of caesarean sections. 


Selected fetuses (caesarean subgroup) and pups (littering subgroup) were sampled for blood 
(antibody analysis) at necropsy (see Section 4.10.1). 
4.11.3. Necropsy 


All adult animals and pups (including those culled on PND4) were submitted to a full 
macroscopic examination of the abdominal and thoracic cavities including the injection sites 
(for FO females). Any abnormalities observed were recorded and preserved. 
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4.11.3.1. Subgroup 1 (Caesarean-Section) 


For each female euthanized on GD21, the ovaries and uterus were removed and examined, 
including examination of the placentae. The following data were recorded: 


Text Table 7 
Necropsy Data 


Parameters Comments 


Pregnancy status 3 


The uterus of apparently non-pregnant females was placed in ammonium 


Olpy id Vistas werent sulphide solution in order to stain any previously undetected implantation sites 


Number and distribution of 


: ple : Classified as: Live fetuses, dead fetuses, early resorptions and late resorptions 
intrauterine implantations 


Number of corpora lutea - 


Fetal weights Individual weights were recorded 


Fetal sex Z 


-: No comment. 


4.11.3.2. Subgroup 2 (Natural Delivery) 


The carcasses of PND21 pups were preserved for possible skeletal examinations. No further 
examination was performed. 


For all FO females, the number of implantation sites were recorded. 


4.11.4. Fetal Examination (Caesarean-Section) 


Each fetus was examined for external defects and euthanized by oral administration of 
sodium pentobarbitone. Approximately one half of each litter was submitted to fresh visceral 
examination of the body (abdominal and thoracic cavities). The head was fixed in Harrison’s 
fluid for subsequent examination by serial sectioning. The remaining carcass was retained 
fixed in ethanol. 


The remaining half of the fetuses in each litter was eviscerated and then processed for 
skeletal examination. The skeletal examinations were performed following maceration of the 
soft tissues with aqueous potassium hydroxide, staining of the skeleton with Alizarin red then 
passage into glycerol. 


Soft tissue and skeletal examinations were performed using a binocular microscope. 


5. STATISTICAL ANALYSIS 
All results presented in the tables of the report are calculated using non-rounded values. 


All statistical analyses were performed within the respective study phase, unless otherwise 
noted. Numerical data collected on scheduled occasions from all animals were summarized 
by occasion or by litter and statistically analyzed as indicated below according to the 
occasion or by litter. 
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5.1. Constructed Variables 
Body weight gains (FO generation): 


Food consumption: 


Page 25 
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Calculated between each scheduled interval as well 
as between the following intervals: Day 1 to Day 22 
(both subgroups), GDO to GD21 (both subgroups) 
and LD1 to LD21 (littering subgroup). 

Calculated between each scheduled interval as well 
as between the following intervals: Day 1 to Day 22 
(both subgroups), GDO to GD21 (both subgroups) 
and LD1 to LD21 (littering subgroup). 


For both subgroups combined where applicable (caesarean and littering subgroups): 


Pre-coital interval (in days): 


Sum of days until successful insemination 


Copulation (mating) index (in %): 


Pregnancy rate (in %): 


Fertility index (in %): 


For the caesarean subgroup: 


Pre-implantation loss (in %): 


Post-implantation loss (in %): 


Sex ratio (proportion of male 


fetuses): 


% of Fetuses with Abnormalities: 


Number of inseminated females 


Number of inseminated females 
x 100 


Number of paired animals 


Number of pregnant females x 100 


Number of paired animals 


Number of pregnant females 


x 100 
Number of inseminated females 


Number of corpora lutea - Number 
of implantations x 100 


Number of corpora lutea 


Number of Implantations - Number 
of Viable Fetuses x 100 


Number of implantations 


Number of males 


x 100 
Number of fetuses 
Number of fetuses in litter with a 
given finding x 100 


Number of fetuses in litter examined 
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For the littering subgroup: 


Gestation index (in %): Number of pups alive at birth x 100 
Number of pregnant females 


Live birth index (in %): Number of pups born alive x 100 
Number of pups born 


. ; Number of pups born 
Pre-birth loss (in %): ; =, x 100 
Number of implantation sites (scars) 


Viability index (in %): Number of pups alive on PND 4 x 100 
Number of pups alive at birth 


Weaning index (in %): Number of pups alive on PND21 x 100 
Number of pups alive on PND4* 


*: Number of pups alive on Day 4 post-partum after adjustment of litter size. 


Sex ratio (proportion of male pups): Number of male pups x 100 


Number of pups 
5.2. Descriptive Statistical Analyses 


Means, standard deviations (or % coefficient of variation or standard error, when deemed 
appropriate), percentages, numbers, and/or incidences were reported as appropriate by 
dataset. 


5.3. Inferential Statistical Methods 


All statistical tests were conducted at the 5% significance level. All pairwise comparisons 
were conducted using two-sided tests and were reported at the 1% and 5% levels, unless 
otherwise noted. 


The pairwise comparisons of interest are listed below: 


Group 2 | vs. | Group 1 
Group 3 | vs. | Group 1 
Group 4 | vs. | Group 1 


Analyses were performed according to the matrix below when possible but excluded any 
group with less than 3 observations. 
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Text Table 8 
Statistical Matrix 


Statistical Method 


Variables for Inferential Analysis Parametric/ 


? Non-Parametric Incidence 
Non-Parametric 


: 


Mating performance and fertility indices 
Parental indices and mortality 


Gravid uterine weight and corrected maternal 
body weights 


Ovarian and uterine data 
Litter observations (litter means)° 


Litter % of fetuses with 
gross/external/visceral/skeletal abnormalities? 


X: Statistical analysis performed; -: Statistical analysis not performed. 

*: Excludes animals not pregnant from the gestation and lactation phases summarization and statistical analysis. 
b: Presented for sexes combined; live fetuses only. 

°: Presented for males, females and sexes combined; live fetuses only. 


5.4. Parametric/Non-Parametric 


Levene’s test was used to assess the homogeneity of group variances. The groups were 
compared using a Dunnett’s test if Levene’s test was not significant or Dunn’s test if it was 
significant. 


Pre-coital interval, estrous cycle and F1 offspring functional tests data were analysed using a 
SAS software package. Levene’s test was used to test the equality of variance across groups 
and Shapiro-Wilk's test was used to assess the normality of the data distribution in each 
group. Data with homogeneous variances and normal distribution in all groups was analysed 
using ANOVA followed by Dunnett’s test. Data showing non-homogeneous variances or a 
non-normal distribution in at least 1 group was analysed using Kruskal-Wallis test followed 
by Wilcoxon's rank sum test. 

5.5. Non-Parametric 


Datasets were compared using a Dunn’s test. 


5.6. Incidence 


A Fisher’s exact test was used to conduct pairwise group comparisons of interest. 
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6. COMPUTERIZED SYSTEMS 


Critical computerized systems used in the study are listed below or presented in the 
appropriate Phase Report. All computerized systems used in the conduct of this study have 
been validated; when a particular system has not satisfied all requirements, appropriate 
administrative and procedural controls were implemented to assure the quality and integrity 
of data. 


Text Table 9 
Critical Computerized Systems 
System Name Version No. Description of Data Collected and/or Analyzed 
GTC Mozart 21 3.1 Environmental data recording 
Vaisala 4.1.0 Environmental data recording 
Prowantis® 9 and 10 Test material receipt, accountability and/or formulation 
activities; in-life; postmortem; statistical analysis 
Devil 2.1.148 Deviation information library 
STATSAS STATSAS 2.00 Statistical analysis 
Share Document . 
Management System An Bepornne 
DocuSign™ 11 Collection of 21 CFR Part 11 compliant signature 


Microsoft Excel® (version 2003 or higher) was employed to present certain results and 
perform associated calculations. 


7. RETENTION AND DISPOSITION OF RECORDS, SAMPLES, AND 
SPECIMENS 


All study-specific raw data, electronic data, documentation, Study Plan, retained samples and 
specimens, and the Final Report will be archived at the Final Report issue. All materials 
generated by Charles River Laboratories from this study will be transferred to a Charles River 
Laboratories archive and kept for a period of 2 years following the date of issue of the 

Final Report. 


Disposition of residual/retained analytical samples was as described in the table below. 


Text Table 10 
Disposition of Residual/Retained Samples 


Sample Type Disposition 


Serum for Antibody analysis Discarded 


Records to be maintained included, but were not limited to, documentation and data for the 
following: 


¢ Study Plan, Study Plan amendments, and -¢ Reserve sample. 


deviations. « Antibody sample collection and 
« Study schedule. evaluation. 
¢ Study-related correspondence. ¢ Gross observations and related data. 


* Test system receipt, health, and husbandry. * Organ weight measurement. 
¢ Test materials receipt, identification and * Statistical analysis results. 


preparation. * Original signed Final Report. 
¢ Jn-life measurements and observations. 
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Original signed Study Plan and amendments signed by the Sponsor (e-signed documents) are 
archived at the sponsor under his responsibility. The regulatory compliance to applicable 
regulations of electronic signature system developed and used by the Sponsor is under his 
responsibility. 


Study deviations were archived electronically at the Charles River Laboratories facility 
located in (6) (4) 
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8. RESULTS 


8.1. Serum Antibody Analysis 
(Appendix 26) 


Administration of 4 doses (2 prior to mating and 2 during gestation) of BNT162b1, 
BNT162b2, or BNT162b3 elicited SARS-CoV-2 neutralizing antibody responses in the 
majority of females just prior to mating (M-14), at the end of gestation (GD21), and at the 
end of lactation (LD21). SARS-CoV-2 neutralizing titers were detected in most offspring 
(fetuses on GD21 and pups on PND21). SARS-CoV-2 neutralizing antibody titers were not 
observed in animals prior to vaccine administration or in saline-administered control animals. 


8.2. Mortality 
(Appendix 4, Appendix 7 and Appendix 29) 
There was no unscheduled death related to any of the 3 vaccine candidates. 


F276 from the BNT162b3 group (littering subgroup) had parturition difficulties and was 
euthanized for ethical reasons on LD1. The female delivered 8 pups. On LDO, distended/blue 
abdomen was noted. On LD1, hunched posture, pale, marked piloerection, bleeding at the 
vulva/red vaginal discharge, distended/purple abdomen were noted and 4 of the delivered 
pups were missing/dead/cannibalized. At necropsy, the female had 13 implantations, 

3 fetuses were retained in the uterus. No macroscopic findings were noted. 


Such cases of parturition difficulties are present in the historical control data for the strain of 
rat (Study X16 in 2016), so the presence of this isolated finding in the BNT162b3 group was 
considered to be incidental. 


F236 from the BNT162b1 group incurred total litter death of 15 pups between birth and LD1 
(9 stillborn, 3 cannibalized, 1 dead and 2 missing pups). 


F279 from the BNT162b3 group delivered 8 stillborn pups. 


Such cases of total litter death at or shortly after birth are present in the historical control data 
(2 studies (A19 in 2019 and V17 in 2017) out of 18 between 2015 and 2019). The presence of 
the isolated case in each of the BNT162b1 and BNT162b3 groups, with no similar finding in 
the BNT162b2 group, suggested that they were incidental and not related to any of the 

3 vaccine candidates. 


8.3. Clinical Observations 
(Table 1, Table 2, Table 3, Appendix 5, Appendix 6, Appendix 7 and Appendix 8) 


There were no adverse clinical signs during the premating and gestations periods related to 
any of the 3 vaccine candidates. 


Following administrations (M-21, M-14, GD9 and GD20), swelling (associated or not with 
limping and/or piloerection for 1 or 2 days after the second dose only) was noted at the 
injection site for animals in the BNT162b1, BNT162b2 and BNT162b3 groups. Complete 
recovery was noted between each of the dose administrations. The overall health of the 
animals was not impacted by these transient clinical signs localized to the injection site; 
therefore, these observations were not considered adverse. 
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There were no clinical signs during the lactation period related to any of the 3 vaccine 
candidates. 


Other clinical signs such as abnormal vocalization, chromodacryorrhea, desquamation, 
erythema, localized hairloss, malocclusion, long or missing teeth, red vaginal discharge, red 
stained fur, scab(s), sore(s) noted sporadically across the groups were considered to be 
incidental, related to the method of dose administration or to the pregnancy status of the 
females. 


8.4. Body Weight 


(Figure 1, Figure 2, Figure 3, Table 4, Table 5, Table 6, Table 7, Table 8, Table 9, 
Appendix 9, Appendix 10 and Appendix 11) 


There were no adverse effects on mean body weight change related to any of the 3 vaccine 
candidates. 


Slight body weight loss or reduced body weight gain was noted after each dose 
administration (M-21, M-14, GD9 and GD20) in the BNT162b1, BNT162b2 and BNT162b3 
groups compared with continuous body weight gain in the control group. 


Complete recovery was noted between each of the dose administrations such that absolute 
mean body weight was comparable with the control group at the end of the premating and 
gestation periods, therefore none of the transient differences from control were considered 
adverse. 


Mean body weight gain was lower in the BNT162b1 and BNT162b3 groups (26 g and 30 g), 
compared with the control group (33 g) throughout the lactation phase. This was not 
considered vaccine-related, but due to an atypical high value in the control group compared 
with the historical control data range (from 10.9 g to 32.6 g). 


8.5. Food Consumption 


(Figure 4, Figure 5, Figure 6, Table 10, Table 11, Table 12, Appendix 12, Appendix 13 and 
Appendix 14) 


There were no adverse effects on mean food consumption related to any of the 3 vaccine 
candidates. 


Reduced mean food consumption was noted after the first 3 dose administrations (M-21, 
M-14 and GD9) in the BNT162b1, BNT162b2 and BNT162b3 groups compared with the 
control group (up to -14, -16 and -17% on GD9, respectively). Complete recovery was noted 
between each of the dose administrations such that mean food consumption was comparable 
with the control group during the premating and gestation periods, therefore none of the 
transient differences from control were considered adverse. 


There was no vaccine-related effect on mean food consumption during the lactation period. 


8.6. Estrous Cycle Data 
(Table 13, Appendix 15 and Appendix 29) 
There were no effects on estrous cyclicity related to any of the 3 vaccine candidates. 


Mean length and regularity of the estrous cycles were comparable in all groups during the 
acclimatization and pre-mating periods. Mean values were within the historical control range, 
and no effects on pre-coital interval and copulation index are consistent with normal cycling. 
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8.7. Maternal Mating Performance and Fertility 
(Table 14 and Appendix 16) 


There were no effects on mating performance or fertility related to any of the 3 vaccine 
candidates. 


In total (caesarean and littering subgroups combined), 44, 43, 44 and 44 (out of 44) females 
mated in the control, BNT162b1, BNT162b2 and BNT162b3 groups, respectively (including 
F277, from the BNT162b3 group, not detected at the time of mating) after completion of the 
14-day cohabitation period. 


The copulation index was therefore 100, 97.7, 100 and 100% in the control, BNT162b1, 
BNT162b2 and BNT162b3 groups, respectively. 


The majority of mated females were inseminated within the first 4 days of pairing 
(approximate duration of a normal estrous cycle). The mean pre-coital interval was 
consequently 3.0, 3.0, 2.8 and 2.7 days in the control, BNT162b1, BNT162b2 and BNT162b3 
groups, respectively. 


In total, there were 43, 41, 42 and 44 pregnant females out of 44 per group paired in the 
control, BNT162b1, BNT162b2 and BNT162b3 groups, respectively. The pregnancy rate was 
therefore 98%, 93%, 95% and 100% in the control, BNT162b1, BNT162b2 and BNT162b3 


groups, respectively. 


In total, there were 43/44, 41/43, 42/44 and 44/44 pregnant/mated females in control, 
BNT162b1, BNT162b2 and BNT162b3 groups, respectively. The fertility index was 
therefore 98%, 95%, 95% and 100% in the control, BNT162b1, BNT162b2 and BNT162b3 
groups, respectively. 


8.8. Caesarean Data 


8.8.1. Gravid Uterus Weight 

(Table 15 and Appendix 17) 

There were no effects on mean gravid uterus weight related to any of the 3 vaccine 
candidates. 

8.8.2. Pregnancy Incidence 

(Table 16 and Appendix 18) 

There were no effects on pregnancy incidence related to any of the 3 vaccine candidates. 


There were 21/22, 20/21, 21/22, and 22/22 pregnant/mated females in the control, 
BNT162b1, BNT162b2 and BNT162b3 groups, respectively, at the terminal caesarean 
examinations, all of which had viable fetuses. 
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8.8.3. Pre-Implantation Data 

(Table 16, Appendix 18 and Appendix 29) 

There were no effects on the pre-implantation data related to any of the 3 vaccine candidates. 
The mean numbers of corpora lutea and implantation sites were comparable in all groups. 
The mean percentage pre-implantation loss was higher in the BNT162b2 and BNT162b3 
groups (9.77% and 7.96%, respectively) compared with the control group (4.09%). However, 
the differences were not biologically meaningful and the values remained within the 
historical control data range (5.1% to 11.5%) for pivotal studies (see Explanation Page), so 
the difference was considered to be incidental. 

8.8.4. Post-Implantation Data 

(Table 16, Appendix 18 and Appendix 29) 

There were no effects on embryo-fetal survival related to any of the 3 vaccine candidates. 
The mean percentage post-implantation loss and the mean live litter size were comparable in 
all groups and consistent with the historical control data. 

8.8.5. Fetal Data 

(Table 16, Appendix 18 and Appendix 29) 

There were no effects on mean fetal weight or fetal sex ratio related to any of the 3 vaccine 
candidates. 

8.9. Fetal Examinations 


The numbers of fetuses (litters) submitted to the different examinations were as follows: 


Group No. 1 2 3 4 
External examination 277 (21) 282 (20) 276(21) 275 (22) 
Internal (visceral) examination (body) 133 (21) 135 (20) 132(21) 132 (22) 
Fixed head examination 133 (21) 135 (20) 132(21) 132 (22) 
Skeletal examination (head and body) 144(21) 147(20) 144(21) 143 (22) 


There were no effects on fetal morphology related to any of the 3 vaccine candidates. This is 
consistent with no corresponding malformations in pups described in Sections 8.10.4 and 
8.10.7. 


8.9.1. External Observations 
(Table 17, Appendix 20 and Appendix 29) 
There were no effects on fetal external morphology related to any of the 3 vaccine candidates. 


From the BNT162b1 group, Fetus 17 (F35) had exencephaly, open eye and spina bifida in the 
cervical region. Exencephaly and open eye are part of the background data for this strain of 
rat (CRL:WI(Han)). Although not present in the Test Facility Historical Control Data (HCD), 
neural tube defects such as spina bifida are part of the background of spontaneous 
abnormalities found in the rat (present in the HCD for the Sprague Dawley strain as well as 
other published HCD (Kuwagata, 2018). These malformations noted for a single fetus were 
therefore considered incidental in view of the isolated incidence. 
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In the BNT162b2 group, there was Fetus 14 (F58) had gastroschisis and Fetus 14 (F64) had a 
small mouth and agnathia. These malformations are part of the background data for this strain 
of rat (CRL:WI(Han)) and were considered incidental in view of their isolated and sporadic 
nature. 


8.9.2. Visceral Observations 
(Table 17, Appendix 21 and Appendix 29) 


There were no effects on fetal soft tissue morphology related to any of the 3 vaccine 
candidates. 


Fetus 13 (F24) was observed with a narrowed ductus arteriosus from the BNT162b1 group. 
This finding is part of the normal process of postnatal respiratory development. This finding 
was considered incidental in view of its isolated incidence. 


Fetus 9 (F38) from the BNT162b1 group had a retinal fold. This finding is part of the 
background of changes for this strain of rat (CRL:WI(Han)) and was considered incidental in 
view of its isolated incidence. 

Fetus 6 (F53) from the BNT162b2 group was observed with a right-sided aortic arch and 
Fetus 8 (F68) from the BNT162b3 group was observed with a ventricular septum defect. 
These findings are also part of the background of findings for this strain of rat 
(CRL:WI(Han)) and were considered incidental in view of their isolated incidences. 


The other less severe soft tissue anomalies and variations are part of the background data for 
this strain of rat and were also incidental. 

8.9.3. Skeletal Observations 

(Table 17 and Appendix 22) 

There were no effects on fetal skeletal morphology related to any of the 3 vaccine candidates. 


Associated with the malformations noted externally (see Section 8.9.1), Fetus 17 (F35) from 
the BNT162b1 group had acrania and multiple abnormalities of thoracic and cervical 
vertebrae and the Fetus 14 (F64) from the BNT162b2 group had short and fused mandibles. 
These malformations associated with the abnormalities noted externally were considered 
incidental in view of their isolated incidences. 


The other less severe skeletal anomalies and variations, such as supernumerary lumbar ribs, 
7 lumbar vertebrae or incomplete ossification of thoracic centrum are part of the background 
data for this strain of rat and/or were also incidental. 


8.10. Delivery and Litter Data 


8.10.1. Parturition and Gestation Length 
(Table 18, Appendix 23 and Appendix 29) 


There were no effects on parturition and gestation length related to any of the 3 vaccine 
candidates. 


There were 22, 21, 21 and 20 females in the control, BNT162b1, BNT162b2 and BNT162b3 
groups that completed delivery and had liveborn pups giving a gestation index of 100%, 
100%, 100% and 95%, respectively. This was consistent with the background data for this 
strain of rat. 
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The mean duration of gestation (approximately 22 days) was comparable in all groups. F276 
from the BNT162b3 group that was euthanized due to clinical signs associated with 
parturition difficulties (described in Section 8.2) did not affect the overall gestation length for 
that group. 


8.10.2. Pre-Birth Loss 
(Table 18, Appendix 23 and Appendix 29) 
There was no effect on pre-birth loss related to any of the 3 vaccine candidates. 


The mean percentage pre-birth loss was higher in the BNT162b1 (12.2%) and BNT162b3 
(13.8%) groups compared with the concurrent control group (6.8%), but the differences were 
not biologically meaningful and the value remained consistent with the historical control data 
range (from 5.1% to 13.6%) for pivotal studies, so the difference was considered to be 
incidental. 


Consequently, the mean number of pups delivered was marginally lower in the BNT162b1 
and BNT162b3 groups (11.9 and 11.4, respectively) compared with the control group (13.3). 
However, the values remained consistent with the historical control data range (from 9.9 to 
11.8) for pivotal studies. 


8.10.3. Pup Viability and Litter Sizes 
(Table 18, Appendix 23 and Appendix 29) 


There were no effects on pup viability and litter size related to any of the 3 vaccine 
candidates. 


The live birth index was marginally lower in the BNT162b1 and BNT162b3 groups (93.2 and 
94.7%, respectively) compared with control group (98%) with 17 and 12 stillborn/dead pups 
from 4 litters in each group, compared with 6 from 3 litters in the control group. This was due 
to 1 female in each of the BNT162b1 and BNT162b3 groups (F236 and F279, respectively) 
that incurred total litter death. 


F236 from the BNT162b1 group incurred total litter death of 15 pups between birth and 
Lactation Day 1 (9 stillborn, 3 cannibalized, 1 dead and 2 missing pups). F279 from the 
BNT162b3 group delivered 8 stillborn pups. Such cases of total litter death at or shortly after 
birth are present in the historical control data (2 studies A19 and V17 in the HCD). The 
presence of the isolated case in each of the BNT162b1 and BNT162b3 groups, with no 
similar finding in the BNT162b2 group, suggested that they were incidental and not related to 
the vaccines. 


Consequently, the mean live litter size was marginally lower in the BNT162b1 and 
BNT162b3 groups (11.0 and 11.3, respectively) compared with concurrent control group 
(13.0). However, the values were consistent with the background data for this strain of rat 
(from 9.8 to 11.6). 


The viability index (PNDO through to PND4) and weaning index (PND4 through to PND21) 
were comparable in all groups and consistent with the historical control data. 

8.10.4. Pup Clinical Observations 

(Table 3 and Appendix 7) 


There was no pattern in the incidence or type of pup clinical observations or external 
abnormalities that suggested a relationship to any of the 3 vaccine candidates. 
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8.10.5. Pup Weights 

(Figure 7a, Figure 7b, Table 19 and Appendix 24) 

There was no effect on mean pup weight throughout the pre-weaning period related to any of 
the 3 vaccine candidates. 

8.10.6. Pup Physical and Functional Development 

(Table 20 and Appendix 25) 


There were no effects on pre-weaning physical (pinna unfolding and eye opening) and 
functional (pupil and auditory reflexes) development related to any of the 3 vaccine 
candidates. 


8.10.7. Pup Necropsy Findings 
(Appendix 28) 


There was no pattern in the incidence or type of pup macroscopic observations or 
malformations that suggested a relationship to any of the 3 vaccine candidates. 


8.11. Necropsy Findings of Adult Females 
(Table 21 and Appendix 27) 


There were no adverse maternal macroscopic findings related to any of the 3 vaccine 
candidates. 


Macroscopic findings were noted at the injection sites (firm area, enlarged, edematous area 
and/or pale) in the BNT162b1, BNT162b2 and BNT162b3 groups. These findings were 
considered non-adverse as they had no impact on the overall health of the animals and are 
consistent with administration of a vaccine and an inflammatory/immune response localized 
to the injection site. 


Abnormalities of the liver (diaphragmatic hernia, mottled surface, abnormal shape or 
adherent mass) were occasionally noted for isolated females across all groups (including 
controls) and were considered incidental. 


Alopecia and/or sores/crusts were also noted for isolated females across the groups (including 
controls) and were incidental (related to the pregnancy status of the females). 
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9. INTEGRATED SUMMARY AND DISCUSSION OF RESULTS 


The purpose of this study was to assess the potential effects of BNT162b1, BNT162b2 and 
BNT162b3, vaccine development candidates to prevent Covid-19, and the concomitant 
immune response, on fertility and pre and postnatal development in the pregnant and lactating 
female Wistar (CRL:WI[Han]) rat and on the in utero and postnatal development of their 
offspring. 


There were no deaths throughout the study related to any of the vaccine candidates. 
Intramuscular administration of BNT162b1, BNT162b2 and BNT162b3, before and during 
gestation to female Wistar rats resulted in non-adverse clinical signs and macroscopic 
findings localized to the injection site as well as transient, non-adverse body weight and food 
consumption effects after each dose administration. These maternal effects were considered 
non-adverse as they had no impact on the overall health of the animals. These maternal 
findings are all consistent with administration of a vaccine and an inflammatory/immune 
response. 


There were no effects on estrous cycles, pre-coital interval, mating, fertility and pregnancy 
index, or on any ovarian, uterine, or litter parameters, including F1 survival, growth, external, 
visceral, and skeletal morphology, or effects on pre-weaning physical and functional 
development of the F1 pups related to any of the 3 vaccine candidates. 


Administration of 4 doses (2 prior to mating and 2 during gestation) of BNT162b1, 
BNT162b2, or BNT162b3 elicited SARS-CoV-2 neutralizing antibody responses in the 
majority of females just prior to mating (MO), at the end of gestation (GD21), and at the end 
of lactation (LD21). SARS-CoV-2 neutralizing titers were detected in most offspring (fetuses 
on GD21 and pups on PND21). SARS-CoV-?2 neutralizing antibody titers were not observed 
in animals prior to vaccine administration or in saline-administered control animals. 
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10. CONCLUSION 


Intramuscular administration of BNT162b1, BNT162b2 and BNT162b3 before and during 
gestation to female Wistar (CRL:WI[Han]) rats was associated with non-adverse effects 
(body weight, food consumption and effects localized to the injection site) after each dose 
administration. There were no effects of any of the 3 vaccine candidates on mating 
performance or fertility in FO female rats or on embryo-fetal or postnatal survival, growth, or 
development of the F1 offspring. 


An immune response was confirmed in FO female rats following administration of each 
vaccine candidate and these responses were also detectable in the F1 offspring (fetuses and 


pups). 
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EXPLANATION PAGE 


All day(s) referenced throughout the outputs generated are study days beginning with Study Day 1, the first day 
of dosing. 


Abbreviations consistent throughout the Summary and Individual Tables. 
Note: All of the abbreviations listed on these pages may not be applicable to this report. 


The footnote "* = result to left has an associated comment or marker" was printed on the following table without 
values marked with an asterisk due to data acquisition constraints. 


Statistical significances arise from automatic comparisons with the principal control. 
Principal Control Group: 1. 

*: 5% significance level 

**: 1% significance level 

***: 0.1% significance level 


Statistical significance is represented by "x", "xx" or "xxx", where "x" is a letter indicating which statistical test 
has been performed and where "x" corresponds to 0.05, "xx" corresponds to 0.01 and "xxx" corresponds to 
"0.001". On some occasions, the statistical significance does not appear on the tables due to system constraints. 


GENERAL 
Abbreviation Description 
<or> Out of range 
% Diff % Difference from control group 
DC Died post-coitum 
DP or MDPP Moribund/died post-partum 
EP Euthanized preterminally 
FM Failed to mate 
FME Failed to mate excluded 
G or GD Gestation day 
LD Lactation day 
meg Lg 
Mean Arithmetic mean 
mor M, for F Male, Female 
MT, MTP Mistimed pregnancy 
N Number of values included in analysis 
NA Not applicable 
NC Not calculable 
NF, NVF No viable fetuses 
No. Animal number 
no. Number 
NP Not pregnant 
NPE Not pregnant excluded 
NV No viable embryos/fetuses 
P Pregnant 
RC Result comment 
S.D. or SD Standard deviation 
SpCMSD Mean SD 
tCtrl Mean treated group versus control group ratio 
TD or Total LDeath Total litter death 
TR Total resorption 
UD Unable to deliver, sacrificed 
Wx Week x 
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MORTALITY 

Abbreviation Description Abbreviation Description 

ACCD Accidental death REL Released 

AD Accidental death TTP2 Pup transfer 

Al Interim euthanasia TE Terminal euthanasia 

AM SIR Mortality recorded in the TERM Terminal euthanasia 
moring 

FD Found dead TLD Total litter death 

FL Failed to litter TS Terminal euthanasia 

HS Moribund euthanasia UE Unscheduled euthanasia 

INTM Interim euthanasia UNSC Unscheduled euthanasia 

PUE Pup unscheduled euthanasia UT Unplanned terminal euthanasia 

REC Recovery euthanasia VE Removed from study alive 

CLINICAL OBSERVATIONS 

Abbreviation Description Abbreviation Description 

xM Clinical observations performed P2DS Observation performed before the 
X minutes postdosing. Target second dosing 


times are presented. Actual times 
are kept in the raw data. 
xH or x Clinical observations performed Part Particules 
x hour(s) postdosing. Target 
times are presented. Actual times 
are kept in the raw data. 
+xh Clinical observations performed PM_S Observation performed in the 
x hour(s) postdosing. Target afternoon 
times are presented. Actual times 
are kept in the raw data. 


AM_S Observation performed in the PR Observation predosing 
morning 

BEF Before dosing PT Permanent 

Daily x Clinical observations on days Rx Observation during dosing 
without dosing 

DuRx Observation during dosing Sev Not App Severity not applicable 

DT Observation during dosing UDu Unscheduled observation during 

dosing 

EOD Observation performed at the Un Unscheduled observation 
end of day 

no TT area Non treated area Unsc or NS Unscheduled observation 

OTHR Other VET or Veto x Veterinary observation 

P Observation postdosing w/ With 

Notes: 

Injection site 1: left quadriceps Injection site 2: right quadriceps 


Clinical signs from all females with mating date (including not pregnant females) were presented in table 
“Summary Gestation Clinical Observations” and appendix “Individual Gestation Clinical Observations”. 

Only mistimed pregnancy female and failed to mate female were presented in appendix “Individual Clinical 
Observations of Excluded Females”. 

On 05 September 2020, sore on right forelimb was recorded for several females from littering subgroup. The 
females number was not recorded. 

On GD18, teeth were cut from F202 (Control group). Information “lower teeth” or “upper teeth” were not 
recorded. 

On several occasions on non-dosing days during lactation period, detailed clinical observations were recorded on 
timeslot BEF (before dosing). 

Only animals and occasions with findings are presented. 
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BODY WEIGHT/BODY WEIGHT GAIN 

Notes: 


Pre-mating body weights on Days -26, -25, -21 and -20 were not represented in Figure 2 as only half animals 
were weighed. 


F245 (BNT162b2 group) delivered on GD20, the body weight recorded on GD21 corresponds to LD1 due to 
system constraints. 


F208 (Control group) and F263 (BNT162b2 group) were additionally weighed on LDO. 


FOOD CONSUMPTION 
Note: 


The quantity of remaining food was not weighed on GD21 for F245 (BNT162b2 group) because this female 
littered on GD20. Therefore, no food consumption was calculated for GD18 to 21 and GDO to GD21. 


ESTROUS CYCLE 
Note: 


For each female, the day after which a last stage of cycle was recorded corresponds to the day where it was 
declared positive for the presence of sperm. This day was determined as the mating day and was recorded as 
Gestation Day (GD0). No mating day was determined for any female with a stage of cycle recorded on Day 36. 


GRAVID UTERINE WEIGHTS AND MATERNAL BODY WEIGHT CHANGE 


Abbreviation Description Abbreviation Description 
0-TBW Weight calculation from GO to Day X Day X of gestation 

terminal body weight (corrected) 
6-TBW Weight calculation from G6 to G Gestation day 

terminal body weight (corrected) 

NRQ Not required 

BW Body weight NSCH Not scheduled to be performed 
BWC Body weight change TBW Terminal body weight 
BWG Body weight gain Wt Weight 


Note: 


Due to the technical error, gravid uterus weight from F72 (BNT162b3 group) was not recorded. 


CAESAREAN SECTION DATA 


Abbreviation Description Abbreviation Description 

Post-Implant Post-Implantation Loss Pre-Implant Loss Pre-Implant Loss 

Loss or Pre-Impl. 

(B) Both (males and females) P-Implants Post-implantation loss 

both Both (males and females) Post-Implant Loss _ Post-implantation loss 

N+ve Number positive Wt Weight 
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Abbreviation Description Abbreviation Description 
! Preparation artefact L Left 
(%) Mean % of litters with the Litters(%) N Group litter incidence 

abnormality 
A Anomalie Lor LF Live fetus 
A Alive LR Late resorption 
Abbr Abbreviation M Malformation 
DE Dead embryo PLWT Placental weight 
DF Dead fetus — not examined R Right 
DFE Dead fetus - examined N) Scar 
EI Empty implantation site SkeletalBody Skeletal examination of body 
EorER Early resorption SkeletalHead Skeletal examination of head 
FPOS Fetal position TR Total resorption 
FreshVisBody Visceral examination of body on U Unsexed 

fresh tissue 
FreshVisEye Visceral examination ofeyeon V Variation 

fresh tissue 
H Hermaphrodite VisBody Visceral body 
Implant ID Implantation identification VisHead Visceral head 

Wt Weight 
DELIVERY AND LITTER DATA 
Abbreviation Description Abbreviation Description 
Cannib. Cannibalized N+ve Number of positive 
Implantat Implantation PND Postnatal day 
Miss. Missing 
PUP BODY WEIGHT 

Abbreviation Description Abbreviation Description 
BW Body weight P4pr Postnatal Day 4 preculling 
dx Postnatal day x P4po Postnatal Day 4 postculling 
Meas. Measurement Px or PND Postnatal Day x 


INDIVIDUAL PHYSICAL AND FUNCTIONAL DEVELOPMENT 


Notes: 


Due to culling on PND4, observation of pinna unfolding for one unselected pup (weak pup) from F251 
(BNT162b2 group) was not recorded on PNDS. 


Due to the technical error, observation of eyes opening for three pups from F244 (BNT162b1 group) was not 
observed on PND15 and PND16. 


Due to the technical error, observation of eyes opening for pups from F264 (BNT162b2 group) was recorded 
“0” on PND14. It was considered that number positive pups on PND1I5 was the same as PND14 for 
% calculation. 
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MACROSCOPIC OBSERVATION 

Abbreviation Description Abbreviation Description 

? Questionable M Mass 

Animal Ref. Animal number ML Macroscopic lesion (impossible to 

weight) 

C Clinical observation MPF Major pathological finding 

E Excluded NBF Neutral buffered formalin 

G Gross pathology TGL Trackable gross lesion 

H Histopathology 

Notes: 


In the summary table, if no abnormality was detected for a given removal reason, no data are presented. 


Only pups and occasions with findings are presented. 


HISTORICAL CONTROL DATA 


Abbreviation Description 
GD Gestation day 


Notes: 
Values compiled from undosed and control Wistar and Sprague Dawley rats in previous studies. 
Pivotal studies include those with a comparable group size as in the present study. 


The historical control data presented in the Appendix are not subject to Quality Assurance audit. 
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Figure 1 
20256434 
Figure 1 
Body weight (g) Mean Pre-Mating Body Weight of Females 
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Figure 2 


20256434 
Figure 2 
Mean Gestation Body Weights 
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Figure 3 
20256434 
Figure 3 
Body weight (g) Mean Lactation Body Weights 
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Figure 4 


20256434 
Figure 4 
Mean Pre-mating Food Consumption of Females 


Food consumption 
(g/animal/day) 
30 


20 
10 
0 
1 to 8 8 to 15 15 to 22 
Period - days 
OGroup 1 Group 2 &Group 3 mGroup 4 
Control BNT162b1 BNT162b2 BNT162b3 
0 ug 30 Ug 30 Ug 30 Ug 
CONFIDENTIAL 


FDA-CBER-2021-5683-0593828 


Page 50 


Test Facility Study No. 20256434 


Final Report 


Sponsor Reference No. RN9391R58 


Figure 5 


20256434 
Figure 5 
Mean Gestation Food Consumption 
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20256434 
Figure 6 
Mean Lactation Food Consumption 


~ 


DVD AM MG 


MMA 


Y 
j 
Y 
J 
Y 
LZ 
Uz 


MMA AMG 


= WE = 
7 to 10 10 to 14 14 to 17 17 to 21 


Period - days of lactation 


Group 2 Group 3 mGroup 4 
BNT162b1 BNT162b2 BNT162b3 
30 ug 30 ug 30 ug 


CONFIDENTIAL 


FDA-CBER-2021-5683-0593824 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 52 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Figures 7a and 7b 


20256434 
Figure 7a 
Mean Pup Body Weights - Males 
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Figures 7a and 7b 
20256434 
Figure 7b 
Body weight (g) Mean Pup Body Weights - Females 
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Table 1 


Provantis Date: 07-Dec-2020 12:36 Page: al 
Summary Pre-Mating Clinical Observations of Females 


20256434 


Day numbers relative to Start Date 


Sex: Female 


Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Abnormal vocalisation 
umber of Observations 5 1 
umber of Animals r 1 
Days from - to : 9.9 
Chromodacryorrhea 
umber of Observations r r 1 3 
umber of Animals 3 2 1 1 
Days from - to r : Die Se, -2 #1 
Desquamation 
umber of Observations 7 2 1 
umber of Animals 5 2 1 
Days from - to 2 8 Zee 2 2 
Erythema. 
umber of Observations 3) 13 6 
umber of Animals 3 8 3 


090177e195dde5dd\Approved\Approved On 


Days from - to Te 2 Te ue Te 2 
Limping 
umber of Observations i 26 26 30 
umber of Animals Fs 13 13 15 
Days from - to ; 9 10 9 10 9 10 
Localised hairloss 
umber of Observations 10 deh 1 20 
umber of Animals 4 6 1 5 
Days from - to -26 15 -26 15 =25" -=25 et Ame a) 
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Table 1 


Provantis 


Summary Pre-Mating Clinical Observations of Females 


20256434 


Date: 
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07-Dec-2020 


12:36 


Page: 


Z 


Sex: Female 


Missing tooth 

umber of 
umber of 
Days from 


Piloerection 

umber of 
umber of 
Days from 


Observations 
Animals 
= 0) 


Observations 
Animals 
- to 


Red vaginal discharge 


umber of 
umber of 
Days from 


Scab(s). 
umber of 
umber of 
Days from 
Swelling. 
umber of 
umber of 


Days from 


Teeth long 

umber of 
umber of 
Days from 


Observations 
Animals 
- to 


Observations 
Animals 
=O 


Observations 
Animals 
= to: 


Observations 
Animals 
= <to 


Day numbers relative to Start Date 


BNT162b2 
30mcg 


2 


92 
44 
15 


BNT162b3 
30mcg 


86 
43 


Control BNT162b1 
Omcg 30mcg 
2 
1 
=3. 2 
1 
1 
9 
1 
1 
=13) “S13: 
5 
5 
-26 15 
74 
43 
9 
1 
1 
25° O25 
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Table 2 


Summary Gestation Clinical Observations 


Provantis 


20256434 


Date: 
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19-Oct-2020 17:57 Page: 


Sex: Female 


Day numbers relative to Mating Date 


Localised hairloss 


umber of 
umber of 
Days from 


Malocclusion 

umber of 
umber of 
Days from 


Piloerection 

umber of 
umber of 
Days from 


Red stained fur 

umber of 
umber of 
Days from 


Scab(s). 
umber of 
umber of 
Days from 
Sore(s). 


umber of 
umber of 
Days from 


Observations 
Animals 
- to 


Observations 
Animals 
- to 


Observations 
Animals 
= "G0 


Observations 
Animals 
=O 


Observations 
Animals 
= to: 


Observations 
Animals 
= <to 


BNT162b2 
30mcg 
33 

11 
ies 
3 

1 

6 12 
2 

2 

9 424 


BNT162b3 
30mcg 
28 
9 
00 21 
1 
1 
al 2) 
3 
2 
15 18 


Control BNT162b1 
Omcg 30mcg 
20 32 
6 9 
6 21 On 427: 
5 
1 
OE 2 
3 
1 
6 12 
1 2 
1 2 
0 0 21, (27, 
1 
1 
25° O25 
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Table 2 


Provantis Date: 19-Oct-2020 17:57 Page: 2 
Summary Gestation Clinical Observations 


20256434 


Day numbers relative to Mating Date 


Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Swelling. 
umber of Observations 3 5 1-2 25 
umber of Animals Fs 5) 10 20 
Days from - to . 12° «24. 12° 21 2. 2A 
Teeth long 
umber of Observations 1 
umber of Animals 1 
Days from - to 0 0 
Pup(s) - Cold to touch 
umber of Observations : é 1 
umber of Animals . 5 1 
Days from - to , 2 2k ° 21 
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Table 3 


Provantis Date: 19-Oct-2020 17:58 Page: il 
Summary Lactation Clinical Observations 


20256434 


Day numbers relative to Litter Date 


Sex: Female 


Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Bleeding 
umber of Observations 3 3 3 1 
umber of Animals Fs Fs ri 1 
Days from - to : : : dy. walk 
Coloured skin 
umber of Observations E ri é 2 
umber of Animals 2 2 3 aN 
Days from - to - : : Oo 21 
Hunched 
umber of Observations 3 . . 1 
umber of Animals s 3 ‘ an 
Days from - to F a F Tn ck 
Hunched gait 
umber of Observations é 1 
umber of Animals . 1 
Days from - to r Da xi 
Localised hairloss 
umber of Observations 26 16 18 14 
umber of Animals 5 4 3 2 
Days from - to Le A 2 1, 22 1. 21 Le 20 
Malocclusion 
umber of Observations gi 
umber of Animals 1 
Days from - to A * 324. 
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Table 3 
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Page: 


Z 


Sex: Female 


Nodule(s) 
umber of Observations 
umber of Animals 
Days from - to 

Pale 


umber of Observations 
umber of Animals 
Days from - to 


Partly closed eye(s) 

umber of Observations 
umber of Animals 

Days from - to 


Piloerection 

umber of Observations 
umber of Animals 

Days from - to 


Purple area(s) 

umber of Observations 
umber of Animals 

Days from - to 


Red vaginal discharge 

umber of Observations 
umber of Animals 

Days from - to 


Day numbers relative to Litter Date 


BNT162b2 
30mcg 


BNT162b3 
30mcg 


Control BNT162b1 
Omcg 30mcg 
1 
1 
21 42 
1 
1 
Der ‘el. 
1 
1 
de. 
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Summary Lactation Clinical Observations 


Provantis 


20256434 


Date: 
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19-Oct-20 


20 


17:58 


Page: 


Sex: Female 


umber of 
umber of 
Days from 


Observations 
Animals 
= 0: 


Soft distended abdomen 


umber of 
umber of 
Days from 


Sore(s) 
umber of 
umber of 
Days from 


Swelling. 
umber of 
umber of 
Days from 


Teeth cut 
umber of 
umber of 
Days from 


Observations 
Animals 
- to 


Observations 
Animals 
= "G0 


Observations 
Animals 
=O 


Observations 
Animals 
= to: 


Total litter death 


umber of 
umber of 
Days from 


Observations 
Animals 
=<to 


Day numbers relative to Litter Date 


Control 
Omcg 


13 


BNT162b1 
30mcg 


BNT162b2 
30mcg 


BNT162b3 
30mcg 
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Provantis Date: 


Summary Lactation Clinical Observations 


20256434 
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Sex: Female 


Pup (s) 


Pup (s) 


Pup (s) 


Pup (s) 


Pup (s) 


1 


I 


1 


Day numbers relative to Litter Date 


BNT162b3 
30mcg 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
Weak 
umber of Observations 3 6 6 
umber of Animals Fs 1 2 
Days from - to : 0 5 0 4 
Thin 
umber of Observations E 3 1 
umber of Animals 2 2 1 
Days from - to - 7 3.5 8 
Pale 
umber of Observations 3 é 2 
umber of Animals s s 2 
Days from - to 3 3 0 3 
Cold to touch 
umber of Observations é é 3 
umber of Animals S ‘ 3 
Days from - to r ‘ 0 3 
Cyanotic 
umber of Observations i 1 1 
umber of Animals Fs 1 1 
Days from - to 7 0 0 3 3 
Incomplete hair growth 
umber of Observations 17 18 18 
umber of Animals Z 2 2 
Days from - to 9 20 10 19 10,. «24: 
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Provantis 


Summary Lactation Clinical Observations 


20256434 


Date: 
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19-Oct-2020 


17:58 


Page: 


Sex: Female 


Pup(s) - 


Pup(s) - 


Pup(s) - 


MORIBUND 


UNPLANNE 


Pup(s) - 


Haematoma (s) 

umber of Observations 
umber of Animals 

Days from - to 


Chromodacryorrhea 
umber of Observations 
umber of Animals 

Days from - to 


Lacrimation 

umber of Observations 
umber of Animals 

Days from - to 


SACRIFICE 

umber of Observations 
umber of Animals 

Days from - to 


D TERMINAL SACRIFICE 
umber of Observations 
umber of Animals 

Days from - to 


Red ocular mucous mem 
umber of Observations 
umber of Animals 

Days from - to 


Day numbers relative to Litter Date 


BNT162b3 
30mcg 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
6 5 3 
2 2 
Hees eB 0 4 Oo 1 

21 21 

21 21 

1 

iL 

1, - sik 

1 

1 

2As 24, 
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Provantis 06-Nov-2020 15:44:50 Page: 1 


Mean Pre-Mating Body Weight of Females 


20256434 
Body Weight (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Start Date 


= 
nD 
zoos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R - Automatic Transformation: Rank] 2 [L - Automatic Transformation: Log] 
3 [| - Automatic Transformation: Identity (No Transformation)] 
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Provantis 06-Nov-2020 15:44:50 Page: 2 


Mean Pre-Mating Body Weight of Females 


20256434 
Body Weight (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Start Date 


= 
nD 
zos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [L - Automatic Transformation: Log] 2 [R - Automatic Transformation: Rank] 
3 [| - Automatic Transformation: Identity (No Transformation)] 
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Mean Pre-Mating Body Weight of Females 


20256434 
Body Weight (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Start Date 


= 
nD 
zos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [L - Automatic Transformation: Log] 
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Body Weight (g) 


Control 


Sex: Female 
Omcg 


Day(s) Relative to Start Date 


240.13 L 
18.13 
44 


Provantis 


Mean Pre-Mating Body Weight of Females 


BNT162b1 
30mcg 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [L - Automatic Transformation: Log] 


20256434 


BNT162b2 
30mcg 


CONFIDENTIAL 
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Table 5 

Provantis 06-Nov-2020 15:44:04 Page: 1 


Mean Pre-Mating Body Weight Change of Females 


20256434 
Body Weight Change (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Start Date 


= 
wn 
zoos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R - Automatic Transformation: Rank] 2 [| - Automatic Transformation: Identity (No Transformation)] 
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Mean Pre-Mating Body Weight Change of Females 


20256434 
Body Weight Change (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Start Date 


= 
wn 
zoos 


3 (| 


-0.55ddd3 -0.64ddd3 -0.A17ddd3 
447 4.73 477 
44 44 44 
-111.39 113.13 -103.56 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R - Automatic Transformation: Rank] 2 [l,aaa - Automatic Transformation: Identity (No Transformation), (All Groups) Test: Analysis of Variance p < 
3 [ddd - Test: Dunnett 2 Sided p < 0.001] 
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Mean Pre-Mating Body Weight Change of Females 


20256434 
Body Weight Change (g) 


Sex: Female Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Day(s) Relative to Start Date 
-2.97 ddd5 
3.46 
44 
-327.48 


= 
wn 
zoos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


=r =] 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R,kk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis _p < 0.01] 2 [R - Automatic Transformation: Rank] 

3 [R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.05] 4 [dd - Test: Dunnett Non-Parametric 2 Sided p < 0.01] 

5 [ddd - Test: Dunnett Non-Parametric 2 Sided p < 0.001] 6 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 
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Table 5 


Body Weight Change (g) 


Control 


Sex: Female 
Omcg 


Day(s) Relative to Start Date 


Provantis 


Mean Pre-Mating Body Weight Change of Females 


BNT162b1 
30mcg 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R - Automatic Transformation: Rank] 


20256434 


BNT162b2 
30mcg 


CONFIDENTIAL 


BNT162b3 
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Provantis 06-Nov-2020 15:50:57 Page: 1 


Mean Gestation Body Weight 


20256434 
Body Weight (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Mating (Litter: , 


= 
wn 
zoos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [L - Automatic Transformation: Log] 
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Mean Gestation Body Weight 


20256434 
Body Weight (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Mating (Litter: / 


296.72 L 
24.44 
43 


331.88 L! 
27.03 
43 


365.98 1,a2 
29.55 
43 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [L - Automatic Transformation: Log] 2 [la - Automatic Transformation: Identity (No Transformation), (All Groups) Test: Analysis of Variance p <0 
3 [d - Test: Dunnett 2 Sided p < 0.05] 
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Mean Gestation Body Weight Change 


20256434 
Body Weight Change (g) 


Sex: Female Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Day(s) Relative to Mating (Litter: 1 
19.75 1} 
6.20 
43 


5 
wn 
zos 


3 (| 


8.931, a 
3.82 
43 


13.55 3 7.48ddd5 5.70ddd5 §.73ddd° 
3.77 4.23 4.16 3.66 

43 41 42 43 

-44.80 -57.89 -57.67 


= 
os 


D 
N 
iff 
n 
D 
N 


ff 
n 


13.20 Ré 
3.24 
43 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [I - Automatic Transformation: Identity (No Transformation)] 2 [la - Automatic Transformation: Identity (No Transformation), (All Groups) Test: Analysis of Variance p <0 
3 [l,aaa - Automatic Transformation: Identity (No Transformation), (All Groups) Test: Analysis of Variance p< 4 [R - Automatic Transformation: Rank] 
5 [ddd - Test: Dunnett 2 Sided p < 0.001] 
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Mean Gestation Body Weight Change 


20256434 
Body Weight Change (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Mating (Litter: 1 


29.33 ddd? 24.82ddd? 29.24 ddd? 
6.08 22.27 5.95 

41 42 43 

-13.98 -27.20 -14.25 


116.73 d* 108.93 ddd? 106.02 ddd? 
16.60 22.08 11.15 

41 42 43 

6.37 -12.64 -14.96 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [I - Automatic Transformation: Identity (No Transformation)] 2 [R,kkk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis _p < 0.001] 
3 [ddd - Test: Dunnett Non-Parametric 2 Sided p < 0.001] 4 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 
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Mean Lactation Body Weight 


20256434 
Body Weight (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Littering (Litter: 


= 
wn 
zoos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R - Automatic Transformation: Rank] 2 [L - Automatic Transformation: Log] 
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Table 8 
Provantis 
Mean Lactation Body Weight 
20256434 
Body Weight (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Littering (Litter: 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [I - Automatic Transformation: Identity (No Transformation)] 
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Provantis 06-Nov-2020 15:36:52 Page: 1 


Mean Lactation Body Weight Change 


20256434 
Body Weight Change (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Littering (Litter: 


= 
wn 
zoos 


3/5 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R - Automatic Transformation: Rank] 2 [| - Automatic Transformation: Identity (No Transformation)] 
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Table 9 
Provantis 
Mean Lactation Body Weight Change 
20256434 
Body Weight Change (g) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Littering (Litter: 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [I - Automatic Transformation: Identity (No Transformation)] 
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Table 10 
Provantis 06-Nov-2020 15:48:40 Page: 1 
Mean Pre-Mating Food Consumption of Females 
20256434FC 
Food Consumption (g/animal/day) 
Sex: Female Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Day(s) Relative to Start Date 
Mean 18.49 | 16.60ddd* 16.79ddd+ 16.80 ddd+ 
SD 1.44 1.25 1.15 0.34 
N 44 44 44 44 
iff ; -10.21 -9.17 -9.12 
n 18.73R,k? 
D 1.71 
N 44 
iff : 
Mean 18.09 | 19.08ddd* 19.34ddd+ 19.39ddd+ 
SD 1.03 0.59 0.86 1.24 
N 44 44 44 44 
iff ’ 5.49 6.94 7.19 
n 18.43 3 17.83ddd* 
D 1.08 0.48 
N 44 44 
iff -3.26 
Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 
1 [R,kkk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.001] 2 [R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.05] 
3 [R,kk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.01] 4 [ddd - Test: Dunnett Non-Parametric 2 Sided p < 0.001] 


5 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 
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Provantis 06-Nov-2020 15:51:21 Page: 1 


Mean Gestation Food Consumption 


20256434 
Food Consumption (g/animal/day) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Mating (Litter: 1 


= 
wn 
zoos 


3 (/ 


19.92ddd* 19.26ddd* 19.03ddd* 
2.40 2.22 2.16 

41 42 43 

-13.20 -16.08 -17.07 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [L - Automatic Transformation: Log] 2 [| - Automatic Transformation: Identity (No Transformation)] 
3 [l,aaa - Automatic Transformation: Identity (No Transformation), (All Groups) Test: Analysis of Variance p< 4 [ddd - Test: Dunnett 2 Sided p < 0.001] 
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Mean Gestation Food Consumption 


20256434 
Food Consumption (g/animal/day) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Mating (Litter: , 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R - Automatic Transformation: Rank] 2 [| - Automatic Transformation: Identity (No Transformation)] 
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Provantis 06-Nov-2020 15:38:04 Page: 1 


Mean Lactation Food Consumption 


20256434 
Food Consumption (g/animal/day) 


Control BNT162b1 BNT162b2 BNT162b3 


Sex: Female 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Littering (Litter: 


= 
wn 
zoos 


3 (| 


= 
aos 


D 
N 
iff 
n 
D 
N 


ff 
n 


Razoo 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [I - Automatic Transformation: Identity (No Transformation)] 2 [R - Automatic Transformation: Rank] 
3 [R,kk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.01] 
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Provantis 06-Nov-2020 15:38:04 Page: 2 


Mean Lactation Food Consumption 


20256434 
Food Consumption (g/animal/day) 


Sex: Female Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Day(s) Relative to Littering (Litter: 
63.35R,k! 
4.74 
22 


66.81 2 
6.05 
22 


53.79R,k! 
4.26 
22 


Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic 


1 [R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.05] 2 [R,kk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.01] 
3 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 
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Table 13 


Parameter 


Group 1, Control, 0 ug 
MEAN 
SD 
N 


Group 2, BNT162b1, 30 ug 
MEAN 
SD 
N 


Group 3, BNT162b2, 30 ug 
MEAN 
SD 
N 


Group 4, BNT162b3, 30 ug 
MEAN 
SD 
N 


Cycle 
length 
(days) 


4.02 
0.19 
44 


4.00 
0.11 
42 


4.00 
0.11 
42 


3.99 
0.08 
42 


20256434 
Mean Estrous Cycle Data - Before Dosing 


Irregularity 
index 


CONFIDENTIAL 


Percentage 
of estrus days 


26.95 
6.14 
44 


27.04 
4.87 
42 


26.70 
5.00 
42 


25.85 
3.85 
42 
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4.5 


4.5 
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Sponsor Reference No. RN9391R58 


Table 13 


Parameter 


Group 1, Control, 0 ug 
MEAN 
SD 
N 


Group 2, BNT162b1, 30 ug 
MEAN 
SD 
N 


Group 3, BNT162b2, 30 ug 
MEAN 
SD 
N 


Group 4, BNT162b3, 30 ug 
MEAN 
SD 
N 


20256434 


Mean Estrous Cycle Data - Pre-Mating Period 


Cycle 
length 
(days) 


Irregularity 
index 


CONFIDENTIAL 


Percentage 
of estrus days 


25.19 
3.94 
36 


25.16 
3.32 
31 


24.07 
3.66 
36 


25.00 
3.79 
32 
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Percentage of females 
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Table 14 


20256434 
Summary of Cohabitation Data and Maternal Performance 
Littering and Caesarean Subsets 


GROUP 1 2 3 
Control BNT162b1 BNT162b2 


DOSING 
Ong 30 yg 30 yg 


LITTERING AND CAESAREAN SUBSETS: 


NUMBER OF FEMALES: 

Paired 44 
Failed to mate 1c 
Inseminated 43 
Not pregnant 1C+1L 
Mistimed pregnancy 0 
Pregnant 41 


PRE - COITAL INTERVAL - DAYS 
MEAN 
SD 
N 


COPULATION INDEX (%) 


PREGNANCY RATE (%) 
FERTILITY INDEX (%) 


Caesarean phase (inseminated females) 
- With viable fetuses 


Lactation phase (inseminated females) 
- Females with live pups ”) 

- Euthanized moribund post-partum 

- Total litter death post-partum 

- Reared pups to weaning 
GESTATION INDEX (%) 


C: Caesarean phase 
L: Lacta ion phase 
‘) mistimed pregnancy for one pair of rats 


@) including one eu hanized moribund post-partum female from group 4 
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Table 15 


Provantis 06-Nov-2020 15:54:50 Page: 1 
Mean Gravid Uterus Weight and Maternal Body Weight Change 


20256434 
Day(s): G21 Relative to Mating (Litter: A) 


Sex: Female Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 


Gravid 86.32 R,k! 
Uterus 7.69 


(9) 21 


Necropsy 366.51 |,a3 
BW 24.72 


(9) 21 


Adjusted 
BW 


(9) 


Net BWC 
from G6 


(9) 


Net BWC 
- Uterine Wt 


(9) 21 


Mean Foetal 4.89 
Wt (Both) 0.23 
(9) 21 


No. Live 13.2 Rk! 
Foetuses 16 


Footnote is displayed in the Comments and Markers page] 

R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.05] 

d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 

l,a - Automatic Transformation: Identity (No Transformation), (All Groups) Test: Analysis of Variance p < 0.05] 
L - Automatic Transformation: Log] 

R,kkk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.001] 

dd - Test: Dunnett Non-Parametric 2 Sided p < 0.01] 

ddd - Test: Dunnett Non-Parametric 2 Sided p < 0.001] 

|,aaa - Automatic Transformation: Identity (No Transformation), (All Groups) Test: Analysis of Variance p < 0.001] 
ddd - Test: Dunnett 2 Sided p < 0.001] 

d - Test: Dunnett 2 Sided p < 0.05] 


SOANDAR WH = + 
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Provantis 


Page 89 


Test Facility Study No. 20256434 


Mean Caesarean Section Data 


20256434 


Sex: Female Control 
Omeg 


Day(s) Relative to Mating (Litter: A) 


Females Pregnant [CHSQFS] 
Dams with Viable Foetuses 
No. of Corpora Lutea [GEN AN] 


No. of Implantations [GEN AN] 


Pre-Implantation Loss [GEN AN] 


Pre-Implantation Loss (%) [KWLWCX] 


No. of Early Resorptions [GEN AN] 


Early Resorptions (%) [KWLWCX] 


No. of Late Resorptions [GEN AN] 


Late Resorptions (%) [KWLWCX] 


No. of Dead Foetuses [GEN AN] 


Post-Implantation Loss [GEN AN] 


[CHSQFS] - Chi-Squared & Fisher's Exact 

[GEN AN] - Generalised Anova/Ancova Test 

[KWLWCX] - Kruskal Wallis & Wilcoxon 

1 [I - Automatic Transformation: Identity (No Transformation)] 

2 [R - Automatic Transformation: Rank] 

3 [R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis _p < 0.05] 
4 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 

5 [k - (All Groups) Test: Kruskal-Wallis p < 0.05] 


CONFIDENTIAL 
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07-Dec-2020 11 


BNT162b2 
30mcg 
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Table 16 


Provantis 
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Test Facility Study No. 20256434 


Mean Caesarean Section Data 


20256434 


Sex: Female Control 
Omeg 


s) Relative to Mating (Litter: A) 


Post-Implantation Loss (%) [KWLWCX] 


Live Foetuses [GEN AN] 


Male Foetuses [GEN AN] 


Female Foetuses [GEN AN] 


Male Foetuses (%) [KWLWCX] 


Total Litter Weight (g) [GEN AN] 


Mean Foetal Weight (both) (g) [GEN AN] 


Mean Foetal Weight (M) (g) [GEN AN] 


Mean Foetal Weight (F) (g) [GEN AN] 


[KWLWCX] - Kruskal Wallis & Wilcoxon 

[GEN AN] - Generalised Anova/Ancova Test 

1 [R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.05] 
2 [| - Automatic Transformation: Identity (No Transformation)] 

3 [R,kk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.01] 
4 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 


CONFIDENTIAL 


BNT162b1 
30mcg 


07-Dec-2020 11 


BNT162b2 
30mcg 
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Table 17 
Provantis 07-Dec-2020 11:10:14 Page: 1 


Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


Exam Type: External BNT162b1 BNT162b2 BNT162b3 
30mcg 30mcg 30mcg 
Number of Fetuses Examined: 282 276 


Number of Litters Examined: 


Head/neck 
Head/neck, Exencephaly - (M) Fetuses N 
Litters N 
Eye 
Eye, Open - (M) Fetuses N(%) 
Litters N 
Mouth/Jaw 
Mouth, Misshapen - (M) Fetuses N(%) 
Litters N(% 
Jaw, Agnathia - (M) Fetuses N(%) 
Litters N(% 
Body 
Trunk, Gastroschisis - (M) 


Trunk, Spina bifida - (M) 


Litters N 
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Table 17 


Exam Type: Visceral Body (Rat) 


Heart 
Heart, Ventricular septum defect - (M) 


Liver 
Liver, Abnormal lobation - (A) 


Lung 
Lobe, Absent - 


Lobe, Supernumerary - (A) 


Major blood vessel 
Aortic arch, Right-sided - (M) 


Ductus arteriosus, Narrowed - (M) 


Subclavian artery, Malpositioned - (A) 


Umbilical artery, Transposed - (V) 


Provantis 


20256434 


Summary of Foetal External, Visceral and Skeletal Observations 


Number of Fetuses Examined: 
Number of Litters Examined: 


CONFIDENTIAL 


Fetuses N 
Litters N 


Fetuses N(%) 
Litters N 


Fetuses N(%) 
Litters N(% 
Fetuses N(%) 
Litters N(% 


Fetuses N(%) 
Litters N 
Fetuses N(%) 
Litters N 


Litters N 
Fetuses N 
Litters N 
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BNT162b1 
30mcg 


BNT162b2 BNT162b3 
30mcg 30mcg 
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Table 17 


Exam Type: Visceral Body (Rat) 


Vein 
Azygos vein, Transposed - (A) 


Provantis 


Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


Number of Fetuses Examined: 
Number of Litters Examined: 


CONFIDENTIAL 


Fetuses N(%) 
Litters N(%) 


Control 
Omeg 
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BNT162b1 
30mcg 


BNT162b2 
30mcg 
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BNT162b3 
30mcg 


133 
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Table 17 

Provantis 07-Dec-2020 11:10:14 Page: 4 


Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


Exam Type: Visceral Head (Rat) Control BNT162b1 BNT162b2 BNT162b3 
Omeg 30mcg 30mcg 30mcg 
Number of Fetuses Examined: 135 


Number of Litters Examined: 


Eye 
Retina, Fold - (M) Fetuses N(%) 
Litters N(%) 
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Table 17 


Exam Type: Skeletal Head (Rat-G21) 


Skull 


Cranium, Acrania - (M) 


Hyoid, | 


ncomplete ossification - (A) 


Interparietal, Incomplete ossification - (V) 


Mandib 


Mandib 


Mandib 


Parieta 


le, Fused - (M) 


le, Misshapen - (A) 


le, Short - (M) 


, Incomplete ossification - (V) 


Presphenoid, Incomplete ossification - (A) 


Squamosal, Incomplete ossification - (V) 


Supraoccipital, Incomplete ossification - (V) 


Provantis 
Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


Number of Fetuses Examined: 
Number of Litters Examined: 


Fetuses N 
Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 
Fetuses N(%) 
Litters N(% 
Fetuses N(%) 
Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 


Litters N 


1 [c - Group Factor Chi-Squared & Fisher's Exact: Test: Chi-Squared p < 0.05] 
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BNT162b3 
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Table 17 


Exam Type: Skeletal Body (Rat-G21) 


General 
Vertebra, Presacral vertebral arches = 27 - (A) 


Forepaw 
Phalanx, Unossified - (A) 


Hindpaw 
Metatarsal, Unossified, 1st digit - (V) 


Phalanx, Unossified, proximal 2nd to 5th digits - (V) 


Ribs 
Ribs, Supernumerary cervical - (A) 


Ribs, Supernumerary lumbar - (A) 


Ribs, Thick - (A) 


Ribs, Wavy - (A) 


Ribs, Supernumerary lumbar, short - (V) 
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Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


BNT162b1 
30mcg 


BNT162b2 
30mcg 


Page: 6 


BNT162b3 
30mcg 


Number of Fetuses Examined: 147 
Number of Litters Examined: 20 


Fetuses N 
Litters N 


Fetuses N(%) 
Litters N 


Fetuses N(%) 
Litters N(% 
Fetuses N(%) 
Litters N(% 


Fetuses N(%) 
Litters N 
Fetuses N(%) 
Litters N 
Fetuses N(%) 
Litters N 
Fetuses N 
Litters N 
Fetuses N 


CONFIDENTIAL 


144 
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143 
22 


3(2.1) 
3(13.6) 


6(4.2) 
4(18.2) 


1(0.7 
1(4.5 
25(17.5 
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Table 17 


Exam Type: Skeletal Body (Rat-G21) 


Ribs (Continued...) 
Ribs, Supernumerary lumbar, short - (V) 
Sternebra 
Sternebra, Asymmetric - (A) 
Sternebra, Extra ossification site - (A) 
Sternebra, Incomplete ossification, 1st/3rd - (A) 
Sternebra, Incomplete ossification, 2nd/4th - (V) 


Sternebra, Incomplete ossification, 6th - (V) 


Sternebra, Minor fusion - (A) 


Sternebra, Misshapen - (A) 


Sternebra, Unossified, 5th - (A) 


Vertebra 
Caudal, Number < 5 - (A) 


Provantis 


Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


Number of Fetuses Examined: 
Number of Litters Examined: 


CONFIDENTIAL 


Litters N 


Litters N(% 
Fetuses N(%) 
Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 
Fetuses N(%) 
Litters N(% 
Fetuses N(%) 
Litters N 
Fetuses N 
Litters N 


Fetuses N(%) 
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Table 17 


Exam Type: Skeletal Body (Rat-G21) 


Vertebra 
Caudal, 
Cervica 
Cervica 


Cervica 


Cervica 


Cervica 


Lumbar, 


(Continued...) 

Number < 5 - (A) 

, Fused arch - (A) 

, Incomplete ossification of arch - (A) 
, Multiple abnormalities - (M) 


, Odontoid process unossified - (V) 


, Unossified centrum - (V) 


, Number = 7 - (A) 


Sacral, Misshapen arch - (A) 


Thoracic, Bipartite ossification of centrum - (A) 


Thoracic, Incomplete ossification of centrum, ‘st to 9th - (A) 


Thoracic, Incomplete ossification of centrum, 10th to 13th. - (A) 


Provantis 


Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


Number of Fetuses Examined: 
Number of Litters Examined: 


CONFIDENTIAL 


Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 
Fetuses N(%) 
Litters N(% 
Fetuses N(%) 
Litters N(% 
Fetuses N(%) 
Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 
Fetuses N 
Litters N 


Litters N 
Fetuses N(%) 
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Table 17 


Exam Type: Skeletal Body (Rat-G21) 


Vertebra (Continued...) 


Thoracic, Incomplete ossification of centrum, 10th to 13th. - (A) 


Thoracic, Multiple abnormalities - (M) 


Thoracic, Number = 14 - (A) 


Provantis 
Summary of Foetal External, Visceral and Skeletal Observations 


20256434 


Number of Fetuses Examined: 
Number of Litters Examined: 


Litters N(%) 
Fetuses N(%) 
Litters N(%) 
Fetuses N(%) 
Litters N(%) 
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BNT162b1 
30mcg 


BNT162b2 
30mcg 
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Table 18 

Provantis 20-Nov-2020 15:11:44 Page: 1 


Summary of Delivery and Litter Data 


20256434 


Sex: Female Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 


Day(s) Relative to Littering (Litter: A) 


Females Completing Delivery [CHSQFS] 
with Liveborn Pups [CHSQFS] 

with Stillborn Pups [CHSQFS] 

with all Stillborn Pups [CHSQFS] 

with all Dead PND 21 [CHSQFS] 
Gestation Length (Days) [GEN AN] 


Number of Implantation Sites [GEN AN] 


Pre-Birth Loss (%) [GEN AN] 6.80R,k4 
8.75 


22 
Pups Delivered/Litter [GEN AN] 13.3 R,k* 
2.5 
22 
293 -R,k4 


[CHSQFS] - Chi-Squared & Fisher's Exact [GEN AN] - Generalised Anova/Ancova Test 
1 [R,kk - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.01] 2 [dd - Test: Dunnett Non-Parametric 2 Sided p < 0.01] 
3 [I - Automatic Transformation: Identity (No Transformation)] 4 [R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.05] 


5 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 
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Table 18 


Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Live Pups PND 0 [GEN AN] 


Live Pups PND 1 [GEN AN] 


Live Pups Precull [GEN AN] 


Live Pups Postcull [GEN AN] 


Live Pups PND 7 [GEN AN] 


[GEN AN] - Generalised Anova/Ancova Test 
2 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05] 


Provantis 
Summary of Delivery and Litter Data 
20256434 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
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20-Nov-2020 15:11:44 Page: 2 


BNT162b3 
30mcg 


1 [R,k - Automatic Transformation: Rank, (All Groups) Test: Kruskal-Wallis p < 0.05] 
3 [R - Automatic Transformation: Rank] 
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Table 18 


Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Live Pups PND 10 [GEN AN] 


Live Pups PND 14 [GEN AN] 


Live Pups PND 17 [GEN AN] 


Live Pups PND 21 [GEN AN] 


Dead, Miss., Cannib. PND 0 [CHSQFS] 
Dead, Miss., Cannib. PND 1-4 [CHSQFS] 
Dead, Miss., Cannib. PND 5-21 [CHSQFS] 
Dead, Miss., Cannib. PND 0-21 [CHSQFS] 


[GEN AN] - Generalised Anova/Ancova Test 
1 [R - Automatic Transformation: Rank] 


Provantis 
Summary of Delivery and Litter Data 


20256434 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
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BNT162b3 
30mcg 


[CHSQFS] - Chi-Squared & Fisher's Exact 
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Table 18 


Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Live Birth Index (%) 


Viability Index (PND 0-4) (%) 

Weaning Index (PND 4-21) (%) 

Sex Ratio PND 1 - % Males [CHSQFS] 
Sex Ratio PND 21 - % Males [CHSQFS] 


[CHSQFS] - Chi-Squared & Fisher's Exact 


Provantis 
Summary of Delivery and Litter Data 


20256434 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
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Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Mean Pup BW - Males d1 [GEN AN] 


Mean Pup BW - Males d4 [GEN AN] 


Mean Pup BW - Males d7 [GEN AN] 


Mean Pup BW - Males d10 [GEN AN] 


Mean Pup BW - Males d14 [GEN AN] 


[GEN AN] - Generalised Anova/Ancova Test 
2 [| - Automatic Transformation: Identity (No Transformation)] 
4 [S - Test: Shirley 2 Sided p < 0.05] 


Provantis 
Mean Pup Body Weight (grams) 
20256434 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
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1 [R - Automatic Transformation: Rank] 
3 [w - Test: Williams 2 Sided p < 0.05] 
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Table 19 


Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Mean Pup BW - Males d17 [GEN AN] 


Mean Pup BW - Males d21 [GEN AN] 


Mean Pup BW - Males d4 Postculling [GEN AN] 


Mean Pup BW - Females d1 [GEN AN] 


Mean Pup BW - Females d4 [GEN AN] 


[GEN AN] - Generalised Anova/Ancova Test 
2 [w - Test: Williams 2 Sided p < 0.05] 


Provantis 
Mean Pup Body Weight (grams) 
20256434 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
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1 [I - Automatic Transformation: Identity (No Transformation)] 
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Table 19 


Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Mean Pup BW - Females d7 [GEN AN] 


Mean Pup BW - Females d10 [GEN AN] 


Mean Pup BW - Females d14 [GEN AN] 


Mean Pup BW - Females d17 [GEN AN] 


Mean Pup BW - Females d21 [GEN AN] 


[GEN AN] - Generalised Anova/Ancova Test 
2 [| - Automatic Transformation: Identity (No Transformation)] 


Control 
Omcg 


Provantis 


20256434 


BNT162b1 
30mcg 


Mean Pup Body Weight (grams) 


BNT162b2 
30mcg 
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1 [R - Automatic Transformation: Rank] 
3 [S - Test: Shirley 2 Sided p < 0.05] 
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Table 19 


Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Mean Pup BW - Females d4 Postculling [GEN AN] 


Mean Pup Body Weight d1 [GEN AN] 


Mean Pup Body Weight d4 [GEN AN] 


Mean Pup Body Weight d7 [GEN AN] 


Mean Pup Body Weight d10 [GEN AN] 


[GEN AN] - Generalised Anova/Ancova Test 
2 [R - Automatic Transformation: Rank] 


Provantis 
Mean Pup Body Weight (grams) 


20256434 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 
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1 [I - Automatic Transformation: Identity (No Transformation)] 
3 [S - Test: Shirley 2 Sided p < 0.05] 
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Table 19 


Sex: Female 


Day(s) Relative to Littering (Litter: A) 
Mean Pup Body Weight d14 [GEN AN] 


Mean Pup Body Weight d17 [GEN AN] 


Mean Pup Body Weight d21 [GEN AN] 


Mean Pup BW dé4 Postculling [GEN AN] 


[GEN AN] - Generalised Anova/Ancova Test 


Provantis 
Mean Pup Body Weight (grams) 


20256434 


Control BNT162b1 BNT162b2 
Omcg 30mcg 30mcg 


Page 108 
Test Facility Study No. 20256434 


02-Nov-2020 10:18:00 Page: 5 


BNT162b3 
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1 [I - Automatic Transformation: Identity (No Transformation)] 
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Table 20 
20256434 
Summary of Reflex and Physical Development 
va Group ti (ai‘Sé;~™O™~™~™~™~™~™~™~™C”CC SOOO” 
Control BNT162b1 BNT162b2 
Dose level 0 ug 30ug 30ug 
PINNA UNFOLDING 
- % of pups positive: 
day 1 post-partum 5 5 6 
day2 post-partum 51 66 51 
day3 _ post-partum 98 100 ") 99 
day4 post-partum 100 100 100 ©) 
EYE OPENING 
- % of pups positive: 
day 12 post-partum 0 2 
day 13 post-partum 19 22 
day 14 post-partum 83 85 79 
day 15 post-partum 99 gg (2) 96 
day 16 post-partum 100 100 100 
day 17 post-partum 
PUPILLARY REFLEX - day 21 post-partum 
- % of pups positive: 100 99 100 
AUDITORY REFLEX - day 21 post-partum 
- % of pups positive: 100 100 100 


). values excluded for three pups that were not observed after PND14 in error 


(3 


* p $0.05; ** p< 0.001 
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Provantis Date: 13-Nov-2020 9:31 Page: al 


Summary of Maternal Macroscopic Observations 


20256434 
S=SSSSsSS=55= FEMALES ------------- 
Removal Reason: TERMINAL SACRIFICHR 7000 nnn snr nnn 
Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
Number of Animals on Study : 44 41 43 41 
Number of Animals Completed: (44) (41) (43) (41) 
LIVER; 
SUD MTS Ces: secarcisgstéeros sivas g:cass atest grces slit breh sss ses Sieh Sree: hccey! Size: Sites! ica hR Ese SOR es ORY Seal wcey Sire: SLsey Sete: Sites! Sere, bag Serge opi"be: olay Siee: Seay eres butwY RES MRIENS (2) (0) (1) (2) 
INO# VME SELES TISSTONS atest yo eek 3s: Boa eae age USI, BE) SUS aol alo Sa GEE SURE ae IE Gea ee I ea ei olan Sete © 0 0 0 0 
Hernia; diaphragm; between right and left median lobes 2... . cece eee ee ee ee ee ee eee ee eee 2 0 0 0 
MOtEed: Sumta ces: tall. Lobes. eiseest vie i et i a hh ee Nie ce eae le als Ne hs ae Ce al al hail al lel a Re 0 0 0 2 
Abnormal. shape} TEFt. median LOS: « sisvace Scey sia Se aires ca See ca Ores ou wy Stas tay! San gcoay Stes site Srescay See aS Oreos ey Me sites orag. cay Ege 4ewI ES 0 0 0 1 
Smal de, Pene pmeaPan MODS» tse asks a eke Skt these ser A BPS, TNS Se UN SSUES ea ADR INS AUR gots Sk a bah ee 0 0 0 ab 
Mass a; adherent to surrounding tissue; papillary process; solid; dark; heterogeneous ....... 0 0 1 0 
IDENTIFICATION; 
SUM CS nk a5 4a Sis eo ehh Sl a gle BY tye Ais BS eo wales Sala Sn gta eR ele Rs aa elarh en ale gwen Ra aa eae Se ne a (3) (8) (12) (15) 
INOY Vali SOLS As SSH ONS erica 05. et geceeie Ge sree aoa wicatine ohn co-host sein Eo yee Cat 4 Gain GOE 8 ce RGGE WURMCDR ee igt Ww Retin caE-G ar Mgt aiaTinCRR Oia Wade witerini aha Serpe et alee 3 8 12 15 
SKIN/SUBCUTIS; 
Submis EEC dia % ates seule, due ie Brae tue ate ED he peak a aN ae Ne A MAS Ake Ala he OS, Ske Lt Cd AN OLS Reon, Sho ole be (2) (3) (6) (1) 
ING: VibST DLS: SSA ONSis, és oicgs sca S cong gre S28 Bice bg Woe, 6 8b Soe b Lov Seen Eton, bite Bice, S88 Tiles ge ses GEE cos, cS ten, Se ts Sra Sigs Saleh es Scar oue: C28 EaeneS 0 0 0 0 
Alopecia} ‘sitngle;: forelimbs might Tekts isu sash Sia sees Sale ale oe slows SUS als ae sla as oleae Ss Se oy ae 0 1 3 0 
Alopecia; single; Lore imby. Lett cascee sersce Siete shay Se ees bre whi Side acer! Sco hechy Sm: stray Stead Sas acey Sze heasy Sse: sey Seabee Maes seers 1 1 0 0 
AlLopéciay: Single; .abdominal, ‘region; -thonaere: FEGLON. sy) n5 aise s AA D4 RS RS RS RS Bee 0 1 0 0 
Alopecia; single} ‘thoracie PEGLON so 4.5 Fresco: cay ete hice: Soe 8 res, St0 Sop 66 Biro die) Oot Coe Ba Sie ore, Ets Gres 6S Sis BN Boe gid Sg 0) 0 1 0 
Alopecia; ‘single; ‘thoracic: region; AbdOMinal. 2 osc ee ee seis eens oeee ws Raa gs ois Se Os Oe ON eg end ee 0 0 1 0 
Alopecia; right; -forepaw; -abdominial 7 “Lek be: tie sce sree ecgees ecards ace Sons Ge! Swe aca Bees SCR Bee WSL Ooad OE Breas aie Deas bs BERENS 0 0 0 1 
Sore/crust> ‘man yy bak} “HEA we ce coos se Sines wind vas eine sapvar ohea”focvor eine opnae eigSh sw vay eine” cae ice lashbylotea™ ic oxiatnat vay singh sajna: ohne? brtby gi sPransarleiyat do ven ed 0 0 ak 0 
Soré/crust? many}: -FOTELPAmbs: ELC). seco 2 Seg c0 5 care Se Byres bse Lae es Syre b see TONE Bowe hes BideNS Ws Boet SeE al 6 Os Byes, be Eas 0 Ble See ees 0 1 0 0 
SOES/ETUSIE FSA GS, MTGE! oe, de ico fansite set Sonal inet Sn lusyuttonallesyet Snes la yet/onslieiieinsilaneitinel eine Sees, oag" fens lates iGo ai la yetlanel leet Sne.lo we fonstione agi teysiane 0 1 0) 0 
Sorée/ crust? ‘singlé; -<Fore Limb? (BQN sc se see scare a acdsee: aceite et acai sree: ead ede dre Sigy'S es ac Siloti boca ce aca are bray Se ac St Stte: BC erENS 0 0 t 0 
Soré/crust; single? hindlimbs LSPb, + fia osc ie «bogie Sevbine elo casters so vedere w vasG ob Dab a eee vleren fo ve Qaae or vaylgied orale aw recta lorie vw veel 1 0 0 0 
Soré/crust}: Single}: abdominal -reGion’ vty 6 2h ce gs Keo te Sc 6.205 Blo 6 teh b.2os Sid Bes 9 tes Sires Set Bla a eh btw Sore cor g tes bites Lie Soe th Ses 8 Z 0 0 0 
NO CORRELATE; 
SUTTON Lee S Cle Gas taps ables nx afat osau nS sablncsen’ohcah esses iol ables ofaPoo: 4a etal leseenltcadnabneheatlln-aey lala oosdoh laf sebin’ on lehcaP verte af catoay loca? acho lafnat ervey atcablarash laf abia; daniel ca? loponlefnat osoen aheab ose bosee (9) (6) (5) (3) 
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Summary of Maternal Macroscopic Observations 


20256434 


Removal Reason: TERMINAL SACRIFICE 0 


Number of Animals on Study : 44 41 43 41 
Number of Animals Completed: (44) (41) (43) (41) 
NO CORRELATE; (continued) 
INOS VES TOTS, GSS LON Se 6-8 5 coir sreas Sioa Seca sice bere: eMRe: 80a Seat wNs Biro: bce Seems HOMIE ce: MRIS BOR Sees beY Site: Seg Eecas biter Sees arreberes Seas beg: Beebe: SERVERS: SEmIERS 0 0 0 0) 
NOP: COTLS TABS. ta 5 te AR eat 4 aN ag IN hayley tal, gh SE: GDN Je Gull at OUR GLIN a GURL NES a! Re, GME A eal N lh Ney al N.S eMail 9 6 6 3 
INJECTION SITE 1; 
SUDMP ASS Cie sir sge acsey sire: seer Sera bushy Sere Cay Seen egy Sear oaley Sos tecby Sizes Saby Sires bay Sore! BABY Sec ee Ry Sear eeey EsoseaRy Ste: Autbe bres bey Sen algy Ss ee NY Se: See ca eulby Bee bk Se (0) (8) (9) (15) 
NOAVESHOLEs WSS TONSA: 5 state eile othe plats oa alate atelad os we couaton Sha aie wile a oiler ow alae alg te ea ain She a waite alg Awa a telah, wh 0 8 9 4 
eS Psi We. ig Sanitge SR ANCG: eee. We MOR a arin oes aicor MAG SaPael AiSye Salgh gona ahs ig AGL. SERINE Wier dado Sua el hee Wah. gion g. aier Mahan Sabine ile Meighan ie, Gt 6 oar lotce 0 0 0 1 
INJECTION SITE 2; 
Suma Ce Gace calatn ia is ht cogs Bal a Sn gt GU Th ha ae BM hh aula ie, aes a tng Ne WA Ge oh ee ats cel em che hh lh ae cal com we he ee (0) (8) (10) (15) 
NON VS OSH Is SSA OMS ie ergs oo weet angaein cae wear aicaisaldgeln ghcalsersnibalw perin cat acer cat alGaein cab alae Wal wiaeenicgbaroer ican Retin cag oor nihalcalconintcah oiage Nagealiernicahcauar cat aldeesstts 0 0 0 0 
PEP VARS, x Siale wee Sue aug th gene bce kg hob Rew Sue Aug: Soo Bee taue Age bate ues Ane: BU Rae Sueno GMa tug Ae b Rag: ue ea Bie ule Be Bp aegince Reb 0 7 9 4 
BN TAL G SA sesso assis ee sissy a cee sy Se se Sse wise Stes say Sve bitey Stor ony Gres giey Saar olay Sten gay Osep $itey Sresecay Soe gctey Soap goss Stes sey Oren gute Ser bees Sree iby Seed one S 28 0 7 8 4 
OEAESMAECUSMALSAY etin a atas: iebein abt n ael sg leialelah os aitelat lan beeathony wal tie pled le Gilad ah lguip alah ns aubalahig ial ah hy Wel an FeIah ei Wlel a awa os mle ae 0 0 al 0 
Devi. sigesugis ciseuces, 6 26: %bi50s Soy btn, & toh Bites, S28 $F bot Bases, Sew SONS as Site: Site 6 tb tebe, Ste bce bese ER, Sieh s soy aconbete: Ste btn Sle Sire, Saee wel bcenwee: Sieve sous cm ete: bie lS 0 2 4 0 
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20256434 


Removal Reason: MORIBUND SACRIFICE 


NO CORRELATE; 


SUD MTS Chis getsecar oye seeos sicay" Siem aiowir Sra sLoas"S sol ig Seses SR Sivas shisgy Sea ate! Bisa SL Sires BOR es ORY SATE Bacay Eesossbisay Sites Sagara, May See poe lay Ge: Boe Era: batbY Re: AORIETE 
NOH VISE LS: TESTONS Ah clr fe aa et ge aOR a eI E GM EG ole GUN RENE GRR ae AIRE Gia eI ea lnk te lan Eo Lats oS 
ING: COLES LAGS. shaves ga teisen 525.5 cos, sian sin bce Wires, Sob gon ace Wires Shas ok eS tas, Sab atn bce. Rites, So biges cba: Stan bos bce Pos Sa bison bch tes, Mabaso 8 ee: Sear kN oe 


Number of Animals on Study : 
Number of Animals Completed: 
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------------- FEMALES ------------- 


Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 
0 


0 0 1 
(0) (0) (0) (1) 
(0) (0) (0) (0) 
0 0 0 0 
0 0 0 1 
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20256434 


Removal Reason: UNPLANNED TERMINAL SACRIFICHR 2,2, 2 ee eee ee 5 5 5 5 = 
Control BNT162b1 BNT162b2 BNT162b3 
Omcg 30mcg 30mcg 30mcg 


Number of Animals on Study : 0 2 1 
Number of Animals Completed: (0) (2) (1) ( 
LIVER; 
SUBMITS ie pirscarcigs sere: sizes" gic stew Srae sLoas"S sei ole ss Seses Sie Sica: shisgy aR ates! Bisa SL Sises BOR os ORY SATE masey Eesosbisey Sete: Senet aires, May bee cpio ee ebay Gee: eae beras batbY Rete AORISEE (0) (0) (0) (1) 
NOFVASEDLS SSS TONS 2 AM clr fae alee i gle UR AINE MIRE Gol eatin SUR OTN Ee RB AIRE Gea De IRR lan ee. alan Eo Loto oS 0 0 0 0 
Pals sail! eLODES# (A cio eA, caets k ets, Sta eer ete ite, Ste elev ote at Ste 6 tere Tehran See Sek eee Serb cet ese toes Shem sar cae poes Chee tor bce tes Stee bey eas 0 0 0 
SPLEEN; 
Submit CS a5, 2%. et aul eile te eee Re ahaa eo eh lg he aS alg ae aA a gle: Bie Waite le: Ble Blah gate Be Rg Re gle: Sib eee. (0) (0) (0) (A) 
INGE Wali TiS: AG SSHON'S saa ors ecah « car's oi a Rorinicah o carla os aicerltet wert St ober WcGt. 0 Garin a). aiceriMtiat. wenn bi atten anel-w Zon eh altersalgh 6 corte @-alGerinseh al Sohal et alter acs @ carne 0 0 0 0 
Brilarged. si 5.0 sist. tit ate ol ah ah Bee ata iat See aa hs a eal Bie at a hae ke ta ee a ie ie a gee a as 0 0 0 
IDENTIFICATION; 
SUT ES CL wicdh sigs sesso aet weet GSE MTD w cat ae Wist WAGES w Sule Tak a coe HEIN COE Sica WLGa) « cali cpe nicer ATED @ pase cok a aul Miaat.w calle Canal aban cot eiteb a al enero Seah ah Ma w cat Wea (0) (1) (0) (1) 
NO? Vist LS Lesa ONS. 9 Sle vig Se ee Sub aus Ble Sug Gog Stele Rog tece Sia Ble Sue Bou Sue alg Meee ane: BUS Row ub Sew BUN Kew au ey ae: BUS Bee unate Boe Bee 0 alt 0 
SKIN/SUBCUTIS; 
ssi BUC) WEB Ol 0 Ie ea ae aoe ee ee ee ae See ee ee SO AO eae SO Re oe oer ae eae ee Pe gee ee ay ee ee ae ee See (0) (1) (0) (0) 
NOs Visa ble Lestons4 gtk wih s tls OOe bug SA ws ae win as seg hus ol alba ons ae sale aus ait sees ay a pace an ate ok Mes 0 0 0) 0 
Alopecia}. singlé;- forelimb}: abdominal, regron?z Lett 06-0 ses sas cceecesgeky Sas stelS se eds Saen ecey See bran aces ca sgene Rises oe Se 0 1 0 0 
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Co 
Charles river 


FINAL STUDY PLAN 
Test Facility Study No. 20256434 


Sponsor Reference No. RN9391R58 


Combined Fertility and Developmental Study (Including Teratogenicity 
and Postnatal Investigations) of BNT162b1, BNT162b2 and BNT162b3 by 
the Intramuscular Route in the Wistar Rat 
GLP Study 


SPONSOR: 
BioNtech SE 
12 An der Goldgrube 
Mainz, 55131 
Germany 


TEST FACILITY: 
Charles River Laboratories France Safety Assessment SAS 
329 Impasse du Domaine Rozier 
Les Oncins 
69210 Saint-Germain-Nuelles 
France 
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TABLE OF CONTENTS 
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1. OBJECTIVE(S) 


The objective of this study is to assess the potential effects of BNT162b1, BNT162b2 and 
BNT162b3 vaccine development candidates to prevent Covid-19, and the concomitant 
immune response, on fertility and pre and postnatal development in the pregnant and lactating 
female Wistar rat. 


2. PROPOSED STUDY SCHEDULE 
Proposed study dates are listed below. Actual dates will be included in the Final Report. 


Experimental Starting Date: 29 Jun 2020 
(first date of study-specific data collection). 


Postnatal Development - Littering Subgroup: 
Animal Arrivals: Females: 29 Jun 2020. 


Males: 10 Aug 2020. 


Initiation of Predose Estrous Cycle 


Monitoring: 13 Jul 2020. 

First Injection (Day 1 = M-21): 27 Jul 2020. 

Start of Mating (M1): From 17 Aug 2020. 
Littering (LDO): From 09 Sep 2020. 
Necropsy of Dams and Pups 

(LD21/PND21): From 30 Sep 2020. 
Embryo-Fetal Development — Caesarean Subgroup: 
Animal Arrivals: Females: 13 Jul 2020. 


Males: 10 Aug 2020. 


Initiation of Predose Estrous Cycle 


Monitoring: 27 Jul 2020. 

First Injection (Day | = M-21) 10 Aug 2020. 

Start of Mating (M1): From 31 Aug 2020. 
Caesarean Sections (GD21): From 22 Sep 2020. 


Experimental Completion Date: 16 Oct 2020 
(last possible necropsy). 


Preliminary Information: Week of 02 Nov 2020. 
Data Review Meeting: Week of 16 Nov 2020. 
Draft Report and CTD Table: 23 Dec 2020. 


Consolidated Sponsor Comments: Will be defined by Study Plan amendment. 
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Final Draft Report: 


Proposed Final Study Report: 


Will be defined by Study Plan amendment. 


This date is dependent on the date of receipt of Sponsor 
comments and final contributing Phase Reports. Any delay 
may have repercussions on the issue date of the 

Final Draft Report. 


Will be defined by Study Plan amendment 
(expected date of Study Director signature of report). 


The contributions from Principal Investigator(s) to Study Director are proposed at the dates 


indicated below to allow inclusion in Draft Report. 


Antibody Assessment 
Draft Phase Report: Will be defined by Study Plan amendment. 
Antibody Assessment 
Final Phase Report: Will be defined by Study Plan amendment. 
3. SPONSOR 

Role Name Contact Information 

Address as cited for Study Snonsor. 

Sponsor Representative (b) (6) (b) 6) 


4. RESPONSIBLE PERSONNEL 


Role/Phase 


Assurance Unit 


Quality 


Contact Information 


(b) (6) 


Study Director | Charles River ( b) ( 6) 
Alternative P 
Gantt Charles River (b) (6) 
‘Test Facility Charles River 


Management 


Test Facility 


Charles River (b) (6) 


QAU/Lead QA 
Delegated Phases - Principal Investigators (PI) 
Role/Phase GEE Name Contact Information 
Compliance 


Serum Antibody 


Analysis’) 


Will be defined be Study Plan amendment 


4: Test Site selected by t 


Sponsor Reference 


No RN9391R58 
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Each PI is required to report any deviations or other circumstances that could affect the 
quality or integrity of the study to the Study Director in a timely manner. Each PI will 
provide a report addressing their assigned phase of the study, which will be included as an 
appendix to the Final Report. The Phase Report will include the following: 


e A Statement of GLP Compliance. 
e A QA Statement. 


e The archive site for all records, samples, specimens and reports generated from the 
phase and their disposal at the end of the retention period. 


e A listing of critical computerized systems used in the conduct and/or interpretation of 
the assigned Study Phase. 


5. TEST MATERIALS 
5.1. Test and Control Item Characterization 


The Sponsor will provide to the Test Facility documentation of the identity, strength, purity, 
composition, and stability for the test material(s) provided. A certificate of analysis or 
equivalent documentation will be provided for inclusion in the Final Report. The Sponsor 
will also provide information concerning the regulatory standard (GLP, GMP, or other) 
followed for these evaluations. 


The Sponsor has appropriate documentation on file concerning the method of synthesis, 
fabrication or derivation of the test material(s) provided, and this information is available to 
the appropriate regulatory agencies should it be requested. 


5.2. Test Item Identification 
Test Item Identification 
Test Item 1 Test Item 2 Test Item 3 
Identification: BNT162b1 BNT162b2 BNT162b3 
Batch: RBP020 3 LNP RBP020 2 LNP 
Lot No.: CoVVAC/100320 CoVVAC/270320 
ah als 5 Will be defined by Will be defined by 
Expiration/Retest Date*: Study Plan amendment | Study Plan amendment 
: : : : Will be defined by 
Physical Description: White to off-white White to off-white Study Plan amendment 
suspension suspension 
Concentration 
(RNA Content): 508 pg/mL 508 ug/mL 
Correction Factor: None None 


Storage Conditions: 


Tem 


perature set to maintain -80°C 


Provided by: 


Sponsor 


a: In the case that the Study Sponsor has updated information (e g , retest or stability data) that could affect the 
validity of the study, during or after its completion, then the Study Director should be informed 
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5.3. Control Item Identification 


Control Item Identification 


Control Item 


Identification: Sterile physiological saline (0 9% NaCl) 


Alternate Identification: - 


Batch/Lot No.: Details will be documented in the raw data 


Expiration/Retest Date: and specified in the Study Report 
Storage Conditions: Room or ambient temperature 
Provided by: Test Facility 
-: Not applicable 
5.4. Reserve Samples 


For each batch (lot) of any test and control material supplied by the Sponsor, reserve sample 
will be collected and maintained under the appropriate storage conditions by the Test Facility. 


5.5. Test Materials Inventory and Disposition 


Records of the receipt, distribution, storage, and disposition of test materials will be 
maintained. All unused Sponsor-supplied bulk test materials, with the exception of reserve 
samples, will be returned to the Sponsor after the end of use unless otherwise requested 
(documentation will be retained in the study record). 


5.6. Safety 
The following safety instructions apply to this study: Standard laboratory handling 
precautions. 
6. DOSE FORMULATION AND ANALYSIS 
6.1. Preparation of Formulations 
Dose formulations will be dispensed on the morning of each administration to the animal 
facility. 
Dose Formulation Administration Frequency - Storage Conditions 
Dose Form Preparation 
Control item Solution Daily Immediately dispensed at 
ambient temperature 
Immediately dispensed at 
ambient temperature 
Test item Suspension Daily (it is recommended to use 
the formulations within 
6 hours) 
Any residual volumes from each dosing occasion will be discarded unless otherwise 


requested by the Study Director. Fresh vials will be thaw for each administration. 
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Stability and homogeneity of dose formulations: The Sponsor has provided data that 
demonstrate that the test items formulations are stable when prepared and stored under the 
same conditions as those used in the present study, as follows: 


e Ataconcentration of 0.5 mg/mL for 12 weeks at -80 C. 
e Ina concentration range of 0.002 - 0.5 mg/mL for 24 hours at room temperature. 


Stability data provided by the Sponsor have been retained in the study records 
(Study No. R-20-0094). 


6.2. Sample Collection and Analysis 


The test items will be used as received from the Sponsor; therefore, samples for dose 
formulation analysis will not be collected by the Test Facility. 


ls TEST SYSTEM 


Species: Rat. 

Strain: CRL:WI(Han) Wistar rat 

Condition: Purpose-bred, naive. 

Source: Charles River Laboratories France, 329 Impasse du Domaine Rozier, 


Les Oncins, 69210 Saint-Germain-Nuelles, France 


Number of Females: Caesarean subgroup: 88 virgin mated females. 
Littering subgroup: 88 virgin mated females. 


Number of Males: 88. 


Approximate Age at 
Arrival: Females: Approximately 7 weeks old. 
Males: 10 to 12 weeks old. 


Estimated 
Body Weight Range 
at Mating: Females: 200 g to 250 g. 
Males: 350 g to 400 g. 
The actual age and weight of the animals will be listed in the Final Report. 


7A. Animal Identification 
Method: Subcutaneously implanted electronic identification chip. 
7.2. Selection, Assignment, Replacement, and Disposition of Animals 
Mating: Animals will be acclimatized to the study housing conditions for at least 
14 days before the start of dosing. 
Selection: After arrival, animals will be randomly assigned to groups. 
Disposition: The disposition of all animals will be documented in the study records. 
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8. HUSBANDRY 


8.1. Housing 
Housing: Single or group housed. 
Caging: Plastic cage containing appropriate bedding. 
The animals will be caged as follows: 
Number of Animals per Cage 
Phase 
Males Females 
Pre-mating Up to 4 Up to 5 
Mating 1 male + | female (housed together) 
Gestation of FO Generation Up to 4 1 
greens ie 


-: Not applicable 


Cage Identification: | Color-coded cage card indicating study, group, animal number(s), and 
Sex. 


Animals will be separated during designated procedures/activities or will be separated as 
required for monitoring and/or health purposes, as deemed appropriate by Study Director 
and/or Clinical Veterinarian. Cages will be arranged on the racks in group order. 

Where possible, control group animals will be housed on a separate rack from the 

test item-treated animals. 


8.2. Animal Enrichment 


For psychological/environmental enrichment, animals will be provided with items such as a 
wooden gnaw block and shredded paper, except when interrupted by 

study procedures/activities. It is considered that there are no known contaminants in the 
enrichment that could interfere with the outcome of the study. 


8.3. Environmental Conditions 


The targeted conditions for animal room environment will be as follows: 


Temperature: 19 Cto25 C. 
Humidity: = 35%. 
Light Cycle: 12 hours light and 12 hours dark (except during designated procedures). 
Ventilation: 10 or more air changes per hour. 
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8.4. Food 

Diet: Pelleted complete diet ad (diet Reference No. A04C-10), sterilized by 
irradiation. 

Type: Pellets (alternate diet may be provided on individual animal basis as 
warranted as approved by the Study Director). 

Frequency: Ad libitum, except during designated procedures. 

Analysis: Each batch of diet is supplied with a certificate of analysis which is 
verified and authorized for release by a veterinarian. 
Certificates of analysis will be maintained in the archives of the 
Test Facility. It is considered that there are no known contaminants in 
the feed that would interfere with the objectives of the study. 

8.5. Water 

Type: Softened and filtered (0.2 1m) mains drinking water. 

Frequency/Ration: Freely available to each animal (except during designated procedures). 

Analysis: Analysed at least twice a year for chemical and bacterial contaminants 
by (b) (4) 
Certificates of analysis for the drinking water will be maintained in the 
archives of the Test Facility. It is considered that there are no known 
contaminants in the water that could interfere with the outcome of 
the study. 

8.6. Veterinary Care 


Veterinary care will be available throughout the course of the study and animals will be 
examined by the veterinary staff as warranted by clinical signs or other changes. In the event 
that animals show signs of illness or distress, the Responsible Veterinarian may make initial 
recommendations about treatment of the animal(s) and/or alteration of study procedures, 
which must be approved by the Study Director. Treatment of the animal(s) for minor injuries 
or ailments may be approved without prior consultation with the Sponsor Representative 
when such treatment does not impact fulfilment of the study objectives. If the condition of the 
animal(s) warrants significant therapeutic intervention or alterations in study procedures, the 
Sponsor Representative will be contacted, when possible, to discuss appropriate action. 

If the condition of the animal(s) is such that emergency measures must be taken, the 

Study Director and/or attending Veterinarian will attempt to consult with the 

Sponsor Representative prior to responding to the medical crisis, but the Study Director 
and/or Veterinarian has authority to act immediately at his/her discretion to alleviate 
suffering. The Sponsor Representative will be fully informed of any such events. 
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9. EXPERIMENTAL DESIGN 


Experimental Design of the FO Generation 


Group Test Dose Level |Dose Volume Dose : Number and Identification of Animals 
. Concentration 
No. | Material | (ug mRNA) (mL) (mg/mL) Caesarean Subgroup | Littering Subgroup 

Control 22 22 

: item o oS o (1 to 22) (201 to 222) 
22 22 

2  |BNT162b1 30 0 06 05 (23 to 44) (223 to 244) 
22 22 

3. | BNT162b2 30 006 05 (45 to 66) (245 to 266) 
22 22 

4 | BNT162b3 30 0 06 05 (67 to 88) (267 to 288) 


Identification of untreated males: 301 to 388. 


9.1. Administration of the Test and Control Items 

Dose Route: Intramuscular injection into the quadriceps alternating on each dosing 
occasion. 

Frequency: 4 dose days (2 premating and 2 during gestation). 

Dose Days: Pre-mating period: Study Day | (21 days before mating, M-21) and 


Day 8 (14 days before mating, M-14). 
Gestation Days 9 and 20. 


Method: The hair of the animals on the injection area will be clipped prior to the 
first injection and then as necessary during the treatment period. 
The animals will be temporarily restrained for dose administration. 
The test item will be administered under light isoflurane 
anaesthesia. The volume for each dose will be administered over 
1 injection site in the quadriceps using appropriate syringe and needle 
(BD Microfine Syringes). The right and left quadriceps will be used in 
rotation for the administrations. 


Each vial will be gently inverted 3 times before dosing. Each vial 
will be inverted once (not inverted between each dosing). 


Only F0 females will be treated. Males will not be treated. 
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10. IN-LIFE PROCEDURES, OBSERVATIONS, AND MEASUREMENTS 


General In-Life Assessments — Untreated Males and F0 Females 


Frequency 


Parameter Population(s) (Minimum required) Comments 
At least twice daily’ (at beginning euumals will De obeivee 
and end of working day) within their cage unless 
Mortality All animals - : . _ | necessary for identification or 
F1 pups will be counted daily during : 3 
the preweaning phase confirmation of possible 
findings 
Before and at pas on dosing ‘Abimnals will be observed 
Cageside All animals For males, at least 1 observation will Pein a Bian sr 
Observations be recorded before mating ry 


At least once daily on non-dosing 
days 


confirmation of possible 
findings 


Detailed Clinical 
Observations 


All animals 


A full clinical examination will be 
performed weekly during the 
pre-mating period then on each 
weighing day during the gestation 
and lactation periods 


Animals will be removed from 
the cage 


Individual 
Body Weights 


All FO females 


Each FO female will be weighed at 
least weekly during pretest, twice 
weekly before mating and for the 
periods: 
GD0, GD6, GD9, GD12, GD15, 
GD18 and GD21 
LD1, LD4, LD7, LD10, LD14, LD17 
and LD21 


All FO males 


Each FO male will be weighed at 
least weekly 


Animals may be weighed 
more often if necessary in 
order to monitor health status 


Food Consumption 


All FO females 


Food consumption of each animal 
will be recorded at least once weekly 
from Day 1 and for the periods: 
GDO0 to GD6, GD6 to GD9, GD9 to 
GD12, GD12 to GD15, GD15 to 
GD18 and GD18 to GD21 
LD1 to LD4, LD4 to LD7, LD7 to 
LD10, LD10 to LD14, 

LD14 to LD17 and LD17 to LD21 


Quantitatively measured 


@: Except on days of receipt and necropsy where frequency will be at least once daily 


Sponsor Reference No RN9391R58 


Test Facility Study No 20256434 


CONFIDENTIAL 


Page 11 


FDA-CBER-2021-5683-0593888 


26 (GMT) 


22-Dec-2020 14 


090177e195dde5dd\Approved\Approved On 


Final Report Page 126 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 1 


DocuSign Envelope ID: A19088E7-0AC2-483C-BF51-211B045107D1 


Frequency 
(Minimum required) 
Estrous cycles will be monitored 
pre-dosing (2 weeks), then for 
Estrous Cycles All FO Females | 2 weeks before mating and during 
cohabitation until confirmation of 
GDO 
Animals will be paired on the basis 
of 1 male and | female for a 
maximum of 14 days 
The day of mating will be confirmed 
Males and all FO | by the presence of sperm in a vaginal 


Parameter Population(s) Comments 


Animals are removed from the 
cage 


Mated females will be 
separated from the male once 
mating has been confirmed 


Mating and smearing will cease or 


Females smear or a vaginal plug and will be when the appearance of the 
recorded and taken as Day 0 of 
gestation (GD0) female suggests pregnancy 
The same untreated males will be from an undetected mating 
used to mate both subgroups 
10.1. Pregnancy and Parturition (Littering Subset Only) 


For each FO female, the following will be recorded: 


e Date of mating. 
e Date of parturition. 
e Duration of gestation. 
e Abnormalities of nesting or nursing behaviour. 
e Number of implantation sites (at necropsy after staining with ammonium sulphide 
solution). 
10.2. Litter Data (Littering Subset Only) 
Litter Data 
Population(s) Frequency/Comments 
Number of pups born (live and dead) 
External abnormalities of the pups 
Number and sex of pups alive on PND1, PND4, PND7, PND10, PND 14, 
Each Litter PND17 and PND21 


Physical development of the offspring, as assessed by the intra-litter onset 
and duration of pinna unfolding and eye opening 
Pupillary reflex and auditory reflex on PND21 
External and necropsy findings of dead pups 


The size of each litter will be adjusted to 8 pups on PND4 by eliminating extra pups by 
random selection to yield where possible 4 male and 4 female pups per litter. Extra pups 
will be euthanized by an intraperitoneal injection of sodium pentobarbitone. 


Sponsor Reference No RN9391R58 Test Facility Study No 20256434 
Page 12 


CONFIDENTIAL 


FDA-CBER-2021-5683-0593968 


0901 77e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 127 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 1 


DocuSign Envelope ID: A19088E7-0AC2-483C-BF51-211B045107D1 


11. ANTIBODY EVALUATION 
11.1. Antibody Sample Collection 


Bioanalytical Sample Collection 


Predose on Days of Dosing 


G Necropsy (GD21 
a Number of Females Pretest M0? or LD21/PND21)" 
1to4 All FO females x xX »¢ 

Selected fetuses from all litters 
lto4 2 - x 


of caesarean subset 

Selected pups (1 male and 

1to4 1 female if possible) from all - - Xx 

litters of the lactation subset 
Unscheduled euthanasia 

(when possible, done in the animal facility) 

X: Sample to be collected (on toxicokinetic females, where applicable); -: Not collected; 

GD: Gestation Day; LD: Lactation Day; PND: Post Natal Day. 

: Sample to be collected just before mating. 

>: The day of necropsy will be mentioned in the Study Report for any apparently unmated females. 


Xx 


FO female: Jugular vein (or other site as deemed necessary) 
Method/Comments: Fetuses: Small incision after anesthesia (or other site as deemed necessary) 
Pups: Intracardiac (or other site as deemed necessary) 
Target 0.5 mL for FO females 

Target 0.3 mL pooled per litter for foetuses 
Target Volume (mL): Targeted 0.5 mL pooled per litter from 2 pups (ideally 1 male and 1 female) 
Additional blood samples may be obtained (e.g., due to sample quality) 
if permissible sampling frequency and blood volume are not exceeded 


Anticoagulant: None 
Special Requirements: None 
Processing Serum 


11.2. Antibody Sample Processing 


Bioanalytical Sample Processing 


‘ . Volume Volume ‘ i 
Centrifugation Aliquot 1 Aliquot 2 Freezing Specific Request 
yaN0 e ae pete on Remainin 
10 minutes 60 uL ( ‘a i is of (serum) € -80 C None 
Approximately +4 C ae aoe 


Theoretical number of samples: 


e Dams: 528 samples x 2 aliquots. 
e Fetuses: 88 samples x 2 aliquots. 
e Pups: 88 samples x 2 aliquots. 


The first set of samples (1 aliquot/occasion) will be shipped on dry ice to the Test Site for 
antibody Analysis, see Attachment A after the sample or the end of the treatment period. 


The Test Site for bioanalysis will be notified before shipment of the samples. Samples will be 
stored at the bioanalytical laboratory in a freezer set to maintain -80°C until analysis. 
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The duplicate samples will be sent only if requested by the Test Site. Any unused duplicate 
samples will be destroyed after issue of the Final Study Report unless requested otherwise by 
the Study Director and/or the Study Sponsor. 


11.3. Antibody Analysis 

Will be defined by Study Plan amendment. 
12. TERMINAL PROCEDURES 
12.1. Unscheduled Deaths 


Moribund animals and females (including toxicokinetic female from the caesarean subset) 
showing signs of parturition difficulties or total litter death will be euthanized by carbon 
dioxide inhalation and exsanguination. Any abnormalities observed will be recorded and 
preserved but not examined further in first instance. 

Any such female found dead or moribund will be necropsied as follows: 


Unscheduled Necropsy 


Animals Examination 

Full macroscopic examination of the thoracic and abdominal cavities, including 
the injection sites. Any abnormalities observed will be sampled and preserved 
Full macroscopic examination of the thoracic and abdominal cavities, including 
the injection sites, to determine their pregnancy status, number of corpora lutea 
Mated Females and numbers and types of uterine implantations Any abnormalities observed 
will be sampled and preserved. Any fetuses from these females will not be 

examined and discarded 


Not Mated Females 


Moribund pups will be euthanized by intraperitoneal injection of sodium pentobarbitone. 
Dead animals and pups (including toxicokinetic animals) will also be necropsied. 

Dead or moribund males will be discarded without further examinations. 

12.2. Scheduled Euthanasia 


Surviving animals will euthanized by carbon dioxide inhalation and exsanguination (with the 
exception of the PND4 extra pups — see Section 10.2) and then necropsied according to the 
following schedule: 


FO Females: Caesarean subset: On GD21. 
Littering subset: After weaning of the F1 pups (females 
that fail to produce a viable litter by GD26 will be 
euthanized and necropsied). 


Unmated Females: After completion of the mating period. 
Pups: On PND4 (unselected pups) or on PND21. 


Untreated males will be retained at the disposal of the Test Facility following completion of 
the majority of caesarean sections. 


Selected fetuses (caesarean subset) and pups (littering subset) will be sampled for 
antibody analysis at necropsy (see Section 11.1). 
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12.3. Necropsy 
12.3.1. Caesarean Subset 


All animals will be submitted to a full macroscopic examination of the abdominal and 
thoracic cavities including the injection sites. Any abnormalities observed will be recorded 
and preserved but not examined further in first instance. 


For each female euthanized on GD21, the ovaries and uterus will be removed and examined 
including examination of the placentae. The following data will be recorded: 


Necropsy Data 


Parameters Comments 


Pregnancy Status - 


The uterus of apparently non-pregnant females will be placed in ammonium 
sulphide solution in order to stain any previously undetected implantation sites 
Number and Distribution of} — Will be classified as: live fetuses, dead fetuses, early resorptions and late 

Intrauterine Implantations resorptions 


Gravid Uterus Weight 


Number of Corpora Lutea - 


Fetal Weights Individual weights will be recorded 


Fetal Sex - 


-: No comment 
12.3.2. Littering Subset 


All adult animals and pups (including those culled on PND4) will be submitted to a full 
macroscopic examination of the abdominal and thoracic cavities including the injection 
sites (for adult animals). Any abnormalities observed will be recorded and preserved but not 
examined further in first instance. 


For all FO females, the number of implantation sites will be recorded. 


Any remaining tissues not required for retention may be harvested from the carcass of vehicle 
control animals before disposal. These tissues, if collected, may be used for validation or 
investigational purposes and as such are not part of this study and will not interfere with the 
study objectives. 


13. FETAL EXAMINATION 


Each fetus will be examined for external defects and all live fetuses will be euthanized by 
oral administration of sodium pentobarbitone. Approximately one half of each litter will be 
submitted to fresh visceral examination of the body (abdominal and thoracic cavities). 

The head will be fixed in Harrison’s fluid for subsequent examination by serial sectioning. 
The remaining carcass will be retained fixed in ethanol but not examined further in the 

first instance. 

The remaining half of the fetuses in each litter will be eviscerated and then processed for 
skeletal examination. The skeletal examinations will be performed following maceration of 
the soft tissues with aqueous potassium hydroxide, staining of the skeleton with Alizarin red 
then passage into glycerol. 
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Dead fetuses will be examined externally and discarded without further examination. 

Soft tissue and skeletal examinations will be performed using a binocular microscope. 
Photographs of any representative morphological abnormalities will be taken at the discretion 
of the Study Director (not considered as raw data or reported - kept under the responsibility 
of the Study Director). 


14. STATISTICAL ANALYSIS 


Numerical data collected on scheduled occasions (with the exception of data from 
toxicokinetic animals) will be summarized and statistically analyzed as indicated below 
according to the occasion or by litter. 


Body Weight Gains (FO Generation): | Calculated between each scheduled interval 
(see Section 0) as well as between Day | to 
Day 22, GDO to GD21 and LD1 to LD21 
(where applicable). 


Body Weight Gains (Fl Generation): | Calculated between each scheduled interval 
(see Section 0). 


Food Consumption: Calculated between each scheduled interval 
(see Section 0) as well as between Day 1| to 
Day 22, GDO to GD21 and LD1 to LD21 
(where applicable). 


Additional or alternative body weight or food consumption intervals may be evaluated to 
elucidate study results at the discretion of the Study Director. 


The following reproductive indices will be calculated: 


For both subgroups combined where applicable (caesarean and littering): 


Pre-coital interval (in days): Sum of days until successful insemination 
Number of inseminated females 
Copulation (mating) index (in %): Number of inseminated females x100 
Number of paired animals 
Pregnancy rate (in %): Number of pregnant females x100 
Number of paired animals 
Fertility index (in %): Number of pregnant females x100 


Number of inseminated females 
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For the caesarean subset: 


Pre-Implantation Loss (in %): Number of corpora lutea - Number of implants x 100 
Number of corpora lutea 
Post-Implantation Loss (in %): Number of implants - Number of live fetuses x 100 
Number of implants 
Sex Ratio (% males): Number male fetuses x 100 


Total Number of fetuses 
Litter % of Fetuses with 
Abnormalities: Number of fetuses in litter with a given finding x 100 
Number of fetuses in litter examined 


For the littering subset: 


Gestation index (in %): Number of females with live pups x 100 
Number of pregnant females 

Live Birth Index (in %): Number of pups born alive x 100 

Number of pups born 
Pre-Birth Loss (in %): Number of implantations - Number of pups born x 100 
Number of implantations 

Viability Index (in %): Number of pups alive on PND4 x 100 
Number of pups alive at birth 

Weaning Index (in %): Number of pups alive on PND21 x 100 


Number of pups alive on PND4* 
Sex ratio (proportion of male 


pups): Number of male pups x 100 
Number of pups 


“: Number of pups alive on PND4 after adjustment of litter size, if applicable 


Additional or alternative indices may be calculated to elucidate study results at the discretion 
of the Study Director. 


The best transformation for the data (none, log or rank) will be determined depending upon: 


e The normality of the data distribution tested by the Shapiro-Wilk's test. 
e The homogeneity of the variances across groups tested by the Bartlett's test. 


Non- or log-transformed data will be analysed by parametric methods. 
Rank transformed data will be analysed using non-parametric methods. 


The data from the treated groups will be analyzed by parametric or non-parametric 
Dunnett's test to look for significant differences from the control group. 


All litter-based percentages will be analyzed using non-parametric methods, 
i.e., Kruskal Wallis test followed by non-parametric Dunnett’s test if the Kruskal-Wallis was 
significant. 
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Selected incidence data will be analysed using a chi’ test for all groups followed by Fisher’s 
two-tailed test with Bonferroni correction for each treated group versus the control if the chi? 
was significant. 


Pre-coital interval, estrous cycle and F1 offspring functional tests will be analysed using a 
SAS software package. Levene's test will be used to test the equality of variance across 
groups and Shapiro-Wilk’s test will be used to assess the normality of the data distribution in 
each group. Data with homogenous variances and normal distribution in all groups will be 
analysed using Anova followed by Dunnett’s test. Data showing non-homogenous variances 
or a non-normal distribution in at least one group will be analysed using Kruskal-Wallis test 
followed by Wilcoxon's rank sum test. 


15. COMPUTERIZED SYSTEMS 


The following computerized systems may be used in the study. The actual computerized 
systems will be documented in the study data. 


Computerized Systems 


System Name Description of Data Collected and/or Analyzed 
GTC Mozart 21 Environmental data recording 
Vaisala Environmental data recording 


Test material receipt, accountability and/or formulation activities; in-life; 


Provantis me : 
postmortem; statistical analysis 
Share Document Management Reporting 
System 
DocuSign Collection of 21 CFR Part 11 compliant signature 
Devil Deviation information library 
STATSAS Statistical analysis 


Microsoft Excel® (version 2003 or higher) may be employed to present certain results and 


perform associated calculations. 


Data for parameters not required by the Study Plan, which are automatically generated by 
analytical devices used will be retained on file but not reported. Statistical analysis results 
that are generated by the program but are not required by the Study Plan and/or are not 
scientifically relevant will be retained on file but will not be included in the tabulations. 


16. REGULATORY COMPLIANCE 


The study will be performed in accordance with OECD Principles of Good Laboratory 
Practice as required in Directive 2004/10/EC of the European Parliament and of the 
Council of 11 February 2004, Bonnes Pratiques de Laboratoire, Ministére de 1’Emploi et de 
la Solidarité Francaise, No. 2000/Sbis, arrété du 14/03/2000. 
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17. QUALITY ASSURANCE 
17.1. Test Facility 


The Test Facility Quality Assurance Unit (QAU) will monitor the study to assure the 
facilities, equipment, personnel, methods, practices, records, and controls are in conformance 
with Good Laboratory Practice regulations. The QAU will review the Study Plan (and any 
amendments), conduct inspections at intervals adequate to assure the integrity of the study, 
and audit the Final Report to assure that it accurately describes the methods and 

Standard Operating Procedures and that the reported results accurately reflect the raw data of 
the study. 


All Quality Assurance documents will be retained by the Test Facility as their property and 
will not be returned to the Study Sponsor. 


17.2. Test Site(s) 


For all study phases inspected by Test Site QAU(s), copies of each inspection report will be 
made available to the Study Director, Test Facility Management, and the Test Facility 
Lead QA. 


18. AMENDMENT(S) AND DEVIATIONS 


Changes to the approved Study Plan shall be made in the form of an amendment, which 
will be signed and dated by the Study Director. Every reasonable effort will be made to 
discuss any necessary Study Plan changes in advance with the Sponsor. 


All Study Plan and SOP deviations will be documented in the study records. 
The Study Director will notify the Sponsor of deviations that may result in a significant 
impact on the study as soon as possible. 


Deviations from the Study Plan and/or SOP related to the phase(s) of the study conducted at a 
Test Site shall be documented, acknowledged by the Principal Investigator, and reported to 
the Study Director for authorization/acknowledgement. 
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19. | RETENTION AND DISPOSITION OF RECORDS, SAMPLES, AND 
SPECIMENS 


All study-specific raw data, electronic data, documentation, Study Plan, retained samples and 
specimens, and the Final Report will be archived at the Final Report issue. All materials 
generated by Charles River Laboratories from this study will be transferred to a 

Charles River Laboratories archive and kept for a period of 2 years following the date of 
issue of the Final Report. 


Disposition of residual/retained analytical samples will be as described in the table below. 


Disposition of Residual/Retained Samples 


Sample Type Disposition Schedule 


Samples will be maintained for a minimum of 
6 months following issuance of the 
Serum for antibody analysis Return to the Sponsor Draft Report or at an alternate time point prior 
to finalization as requested and authorized by 
the Study Director 


Records to be maintained will include, but will not be limited to, documentation and data for 
the following: 


e Study Plan, Study Plan amendments, e Antibody sample collection and 
and deviations. evaluation. 
e Study schedule. e Gross observations and related data. 
e Study-related correspondence. e Organ weight measurements. 
e Test system receipt, health, and e Statistical analysis results. 
husbandry. e Original signed Final Report. 
e Test materials receipt, identification and 
preparation. 
e Reserve sample. 
e In-life measurements and observations. 
20. STUDY CLASSIFICATION 
Study Category: Reproductive and developmental toxicology. 
Study Type: Combined fertility and developmental study 


(including teratogenicity and 
postnatal investigations). 


Study Design: Parallel. 
Primary Treatment Unique Ingredient ID: _BNT162. 
Class of Compound: Vaccine. 
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21. REPORTING 


The Study Sponsor will be informed promptly of any significant findings at any time during 
the study. 


A study update with all available data will be provided after termination of the in-life phase. 


A comprehensive Draft Report will be prepared following completion of the study and 

will be finalized following consultation with the Sponsor. The report will include all 
information necessary to provide a complete and accurate description of the experimental 
methods and results and any circumstances that may have affected the quality or integrity of 
the study. 


The report will be issued in the Test Facility house style. 


The Sponsor will receive an electronic version of the Final Report provided in 

Adobe Acrobat PDF format (hyperlinked and searchable at final). The PDF document will be 
created from native electronic files to the extent possible, including text and tables generated 
by the Test Facility. Report components not available in native electronic files and/or 
original signature pages will be scanned and converted to PDF image files for incorporation. 


Reports should be finalized within 6 months of issue of the Draft Report. If the Sponsor has 
not provided comments to the report within 6 months of draft issue, the report will be 
finalized by the Test Facility unless other arrangements are made by the Sponsor. 


A tabulated data summary will be provided in a format as outlined in the ICH Harmonized 
Tripartite Guideline, The Common Technical Document for the Registration of 
Pharmaceuticals for Human Use Safety — M4S (R2), Non-Clinical Overview and 
Non-Clinical Summaries of Module 2, Organisation of Module 4. 


22. JUSTIFICATION AND GUIDELINES 
22.1. Justification of Test System and Number of Animals 


At this time, studies in laboratory animals provide the best available basis for extrapolation to 
humans and are required to support regulatory submissions. Acceptable models which do not 
use live animals currently do not exist. 


The rat was chosen as the animal model for this study as it is an accepted rodent species for 
preclinical toxicity testing by regulatory agencies. It mounts an immune response to the 
vaccines tested that is similar to the expected human response after vaccination. 


The total number of animals to be used in this study is considered to be the minimum 
required to properly characterize the effects of the test item. This study has been designed 
such that it does not require an unnecessary number of animals to accomplish its objectives. 


2hide Justification of Route and Dose Levels 


The intramuscular route of exposure was selected because this is the intended route of human 
exposure. The dose administered will be the highest absolute dose considered for Women of 
Childbearing Potential. 
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22.3. Guidelines for Study 
The study will be conducted in general compliance with the following: 


e International Conference on Harmonization, Detection of Toxicity to Reproduction for 
Medicinal Products; Department of Health and Human Services, Food and 
Drug Administration; Federal Register 1994, Part IX. Vol. 59. No. 183, 48746 - 48752. 

e ICH guideline $5(R3): Detection of Reproductive and Developmental Toxicity for 
Human Pharmaceuticals; February 2020. 

e Food and Drug Administration (FDA). Guidance for Industry: Considerations for 
developmental toxicity studies for preventive and therapeutic vaccines for infectious 
disease indications, CBER Division of Vaccines and related products (February 2006). 

e European Medicines Agency (EMEA), CPMP/SWP/465/95 June 1998. Note for guidance 
on preclinical pharmacological and toxicological testing of vaccines. 

e WHO guidelines on nonclinical evaluation of vaccines, Technical Report Series, No. 927, 


2005 
23. ANIMAL WELFARE 


The study design was reviewed and approved by the ethical committee of the Test Facility as 
per the Standard Project Authorization No. 2017072617402851. 


The study design, animal housing and associated procedures are in general compliance with 
the following animal health and welfare guidelines: 


e Guide for the care and use of laboratory animals, 2011. 
e Decree No. 2013-118 relating to the protection of animals used in scientific experiments 
described in the Journal Officiel de la République Frangaise on 01 February 2013. 


e Directive 2010/63/EU of the European Parliament and of the Council of 
22 September 2010 on the protection of animals used for scientific purposes. 


The Test Facility is AAALAC accredited. 


By approving this Study Plan, the Sponsor affirms that there were no other alternative 
experimental methods other than the use of live animals to achieve the required objectives, 
that the harm-benefit analysis of the project was performed and that this study does not 
unnecessarily duplicate any previous experiments. 
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TEST FACILITY APPROVAL 


The signature below indicates that Test Facility Management approves the Study Director 
identified in this Study Plan and management’s responsibility to the study as defined by the 
relevant GLP regulations. 


DocuSigned by: 
[ (b) (6) 
IU signer Name(O) (6) 


Signing Reason: | approve this document 
Signing Time: 26-Jun-2020 | 10:36:19 EDT 


DDCBF3F01E5748E899002A586649BFBE 


Test Facility Management 


The signature below indicates that the Study Director approves the Study Plan. 


DocuSigned by: 


[ (b) (6) 
IU signer Name(19) (6) 1 


Signing Reason: Tapprove this document 
Signing Time: 26-Jun-2020 | 07:56:15 EDT 


6A473C2E153B40C6AB924DFD8FOA3EC5 


(b) (6) 


Sponsor Reference No RN9391R58 Test Facility Study No 20256434 
Page 23 


CONFIDENTIAL 


FDA-CBER-2021-5683-0593968 


0901 77e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 138 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 1 


DocuSign Envelope ID: A19088E7-0AC2-483C-BF51-211B045107D1 


SPONSOR APPROVAL 


The signature of the Sponsor Representative below indicates approval of this Study Plan. 


Date: AADEC LO 
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ATTACHMENT A 
Shipment of Samples and Study Records 
mae ped Conditions for 
Matrix | Purpose Week/ Shipment Shi t Recipient/Address 
Aliquot Date Hp 
(b) (6) 
Will be VisMederi Srl 
Antibody | Pretest and| defined by ; Strada del Petriccio e Belriguardo, 35 
Serum 3 Dry ice 53100 Siena, Italy 
analysis MO Study Plan E-mail: b 5 
amendment ee ‘( ) ( ) 
and 
Will be defined by Study Plan amendment 
(b) (6). 
Will be VisMederi Srl 
Antibody | GD21 or | defined by ; Strada del Petriccio e Belriguardo, 35 
Serum 5 Dry ice 53100 Siena, Italy 
analysis LD21 Study Plan E-mail: 
amendment aon :(b) (6) 
and 
Will be defined by Study Plan amendment 
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Co 
Charles river 


STUDY PLAN AMENDMENT No. 02 
Test Facility Study No. 20256434 


Sponsor Reference No. RN9391R58 


Combined Fertility and Developmental Study (Including Teratogenicity 
and Postnatal Investigations) of BNT162b1, BNT162b2 and BNT162b3 by 
the Intramuscular Route in the Wistar Rat 
GLP Study 


SPONSOR: 
BioNtech SE 
12 An der Goldgrube 
Mainz, 55131 
Germany 


TEST FACILITY: 
Charles River Laboratories France Safety Assessment SAS 
329 Impasse du Domaine Rozier 
Les Oncins 
69210 Saint-Germain-Nuelles 
France 
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SUMMARY OF CHANGES AND JUSTIFICATIONS 
Note: when applicable, additions are indicated in bold underlined and deletions are indicated 
in strikethrough text in the concerned sections. 


Test Facility Study No. 20256434 


Item / Section(s) 


Reason for amendment 


Final Study Plan 


Date: 26 Jun 2020 


Amendment 1 


2. PROPOSED STUDY 
SCHEDULE 


To update the study schedule 


5.2 Test Item Identification 


To clarify the expiration/retest dates 
To add information on BNT162b3 


6.1. Preparation of 


To clarify that test items should not be vortexed. 


11.1. Antibody Sample 
Collection 

11.3 Antibody Evaluation 
16. REGULATORY 
COMPLIANCE 

147.2 Test Site(s) 
ATTACHMENT A 


Formulations Homogeneity is considered achieved following gentle 
9. EXPERIMENTAL inversion. Testing of homogeneity will be performed in 
DESIGN parallel by the Sponsor. 

4. RESPONSIBLE To update the information for antibody collection and 
PERSONNEL analysis 


12.1. Unscheduled Deaths 
14. STATISTICAL 
ANALYSIS 


To correct typographical errors 


Amendment 2 


12.3.2. Littering Subset 


To clarify that carcass of PND21 pups will be preserved for 


possible skeletal examinations. 
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1. OBJECTIVE(S) 


The objective of this study is to assess the potential effects of BNT162b1, BNT162b2 and 
BNT162b3 vaccine development candidates to prevent Covid-19, and the concomitant 
immune response, on fertility and pre and postnatal development in the pregnant and lactating 


female Wistar rat. 


2. PROPOSED STUDY SCHEDULE 
Proposed study dates are listed below. Actual dates will be included in the Final Report. 


Experimental Starting Date: 


29 Jun 2020 
(first date of study-specific data collection). 


Postnatal Development - Littering Subgroup: 


Animal Arrivals: 


Initiation of Predose Estrous Cycle 
Monitoring: 


First Injection (Day 1 = M-21): 
Start of Mating (M1): 
Littering (LDO): 


Necropsy of Dams and Pups 
(LD21/PND21): 


Females: 29 Jun 2020. 
Males: 10 Aug 2020. 


13 Jul 2020. 
27 Jul 2020. 
From 17 Aug 2020. 
From 09 Sep 2020. 


From 30 Sep 2020. 


Embryo-Fetal Development — Caesarean Subgroup: 


Animal Arrivals: 


Initiation of Predose Estrous Cycle 
Monitoring: 


First Injection (Day 1 = M-21) 
Start of Mating (M1): 
Caesarean Sections (GD21): 


Experimental Completion Date: 


Preliminary Information: 
Data Review Meeting: 
Draft Report and CTD Table: 


Consolidated Sponsor Comments: 


Sponsor Reference No RN9391R58 
Study Plan Amendment No 02 


Females: 13 Jul 2020. 
Males: 10 Aug 2020. 


27 Jul 2020. 

10 Aug 2020. 
From 31 Aug 2020. 
From 22 Sep 2020. 


16 Oct 2020 
(last possible necropsy). 


Week of 02 Nov 2020. 
Week of 09 Nov 2020. 
16 Dec 2020. 
30 Dec 2020. 
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Final Draft Report: 20 Jan 2021. 


This date is dependent on the date of receipt of Sponsor 
comments and final contributing Phase Reports. Any delay 
may have repercussions on the issue date of the 

Final Draft Report. 


Sponsor Approval for Signature: 25 Jan 2021. 
Proposed Final Study Report: 29 Jan 2021. 
(expected date of Study Director signature of report). 


The contributions from Principal Investigator(s) to Study Director are proposed at the dates 
indicated below to allow inclusion in Draft Report. 


Antibody Assessment 
Draft Phase Report: 18 Nov 2020. 
Antibody Assessment 
Final Phase Report: 16 Dec 2020. 


3. SPONSOR 


Role Name Contact Information 
Address as cited for Study Sponsor 


Sponsor Representative (b) (6) (b) (6) 


4. RESPONSIBLE PERSONNEL 


Role/Phase Quality ‘ Name Contact Information 
Assurance Unit 
(b) (6) 


Study Director | Charles River (b) (6) 
ee Charles River (b) (6) 


saad Charles River (b) (6) 


Management 
Test Facility on 
QAU/Lead QA Charles River (b) (6) 
Delegated Phases - Principal Investigator (PI) 
Role/Phase and Name Contact Information 
Compliance 
Address: VisMederi Srl 
. No (Compliance Strada del Petriccio e Belriguardo, 35 
carer ne with the GCLP, (b) (6) 53100 Siena, Italy 
Ss see Section 16) (b) (6) 


*: Test Site selected by the Study Sponsor in agreement with the Study Director. 
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Each PI is required to report any deviations or other circumstances that could affect the 
quality or integrity of the study to the Study Director in a timely manner. Each PI will 
provide a report addressing their assigned phase of the study, which will be included as an 
appendix to the Final Report. The Phase Report will include the following: 


e A Statement of GLP Compliance. 
e A QA Statement. 


e The archive site for all records, samples, specimens and reports generated from the 
phase and their disposal at the end of the retention period. 


e A listing of critical computerized systems used in the conduct and/or interpretation of 
the assigned Study Phase. 


5. TEST MATERIALS 
5.1. Test and Control Item Characterization 


The Sponsor will provide to the Test Facility documentation of the identity, strength, purity, 
composition, and stability for the test material(s) provided. A certificate of analysis or 
equivalent documentation will be provided for inclusion in the Final Report. The Sponsor 
will also provide information concerning the regulatory standard (GLP, GMP, or other) 
followed for these evaluations. 


The Sponsor has appropriate documentation on file concerning the method of synthesis, 
fabrication or derivation of the test material(s) provided, and this information is available to 
the appropriate regulatory agencies should it be requested. 


5.2. Test Item Identification 
Test Item Identification 
Test Item 1 Test Item 2 Test Item 3 
Identification: BNT162b1 BNT162b2 CorVac BNT162b3c 
Batch: RBP020 3 LNP RBP020 2 LNP RBO020 8 LNP 
Lot No.: CoVVAC/100320 CoVVAC/270320 BCV/040620 
Expiration/Retest Date’: 10 Sep 2020° 25 Sep 2020° 04 Dec 2020° 
Physical Description: White to off-white White to off-white White to off-white 
suspension suspension suspension 
NA Guanes 508 pg/mL 508 pg/mL 531 g/mL 
Correction Factor: None None None 
Storage Conditions: Temperature set to maintain -80°C 
Provided by: Sponsor 


*: In the case that the Study Sponsor has updated information (e g , retest or stability data) that could affect the 
validity of the study, during or after its completion, then the Study Director should be informed 
>: Sponsor information on 05 Jul 2020 


Sponsor Reference No RN9391R58 Test Facility Study No 20256434 
Study Plan Amendment No 02 Page 6 


CONFIDENTIAL 


FDA-CBER-2021-5683-0593978 


Final Report Page 146 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 1 


DocuSign Envelope ID: 3464503D-1F4A-416F-9FC1-2C676A750120 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


5.3. Control Item Identification 


Control Item Identification 


Control Item 


Identification: Sterile physiological saline (0 9% NaCl) 


Alternate Identification: - 


Batch/Lot No.: Details will be documented in the raw data 


Expiration/Retest Date: and specified in the Study Report 
Storage Conditions: Room or ambient temperature 
Provided by: Test Facility 
-: Not applicable 
5.4. Reserve Samples 


For each batch (lot) of any test and control material supplied by the Sponsor, reserve sample 


will be collected and maintained under the appropriate storage conditions by the Test Facility. 


5.5. Test Materials Inventory and Disposition 


Records of the receipt, distribution, storage, and disposition of test materials will be 
maintained. All unused Sponsor-supplied bulk test materials, with the exception of reserve 
samples, will be returned to the Sponsor after the end of use unless otherwise requested 
(documentation will be retained in the study record). 


5.6. Safety 


The following safety instructions apply to this study: Standard laboratory handling 
precautions. 


6. DOSE FORMULATION AND ANALYSIS 
6.1. Preparation of Formulations 


Dose formulations will be dispensed on the morning of each administration to the animal 
facility. 


Dose Formulation pamunistrauon Frequency of Storage Conditions 
Dose Form Preparation 
Control item Solution Daily Immediately dispensed at 
ambient temperature 
Immediately dispensed at 
ambient temperature 
Test item Suspension Daily (it is recommended to use 
the formulations within 
6 hours) 
Any residual volumes from each dosing occasion will be discarded unless otherwise 


requested by the Study Director. Fresh vials will be thaw for each administration. 
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Stability of dose formulations: The Sponsor has provided data that demonstrate that the 
test items formulations are stable when prepared and stored under the same conditions as 
those used in the present study, as follows: 


e Ataconcentration of 0.5 mg/mL for 12 weeks at -80 C. 
e Ina concentration range of 0.002 - 0.5 mg/mL for 24 hours at room temperature. 


Stability data provided by the Sponsor have been retained in the study records 
(Study No. R-20-0094). 


6.2. Sample Collection and Analysis 


The test items will be used as received from the Sponsor; therefore, samples for dose 
formulation analysis will not be collected by the Test Facility. 


ds TEST SYSTEM 


Species: Rat. 

Strain: CRL:WI(Han) Wistar rat 

Condition: Purpose-bred, naive. 

Source: Charles River Laboratories France, 329 Impasse du Domaine Rozier, 


Les Oncins, 69210 Saint-Germain-Nuelles, France 


Number of Females: Caesarean subgroup: 88 virgin mated females. 
Littering subgroup: 88 virgin mated females. 


Number of Males: 88. 


Approximate Age at 
Arrival: Females: Approximately 7 weeks old. 
Males: 10 to 12 weeks old. 


Estimated 
Body Weight Range 
at Mating: Females: 200 g to 250 g. 
Males: 350 g to 400 g. 
The actual age and weight of the animals will be listed in the Final Report. 


7A. Animal Identification 

Method: Subcutaneously implanted electronic identification chip. 

7.2. Selection, Assignment, Replacement, and Disposition of Animals 

Mating: Animals will be acclimatized to the study housing conditions for at least 
14 days before the start of dosing. 

Selection: After arrival, animals will be randomly assigned to groups. 

Disposition: The disposition of all animals will be documented in the study records. 
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8. HUSBANDRY 


8.1. Housing 
Housing: Single or group housed. 
Caging: Plastic cage containing appropriate bedding. 
The animals will be caged as follows: 
Number of Animals per Cage 
Phase 
Males Females 
Pre-mating Up to 4 Up to 5 
Mating 1 male + | female (housed together) 
Gestation of FO Generation Up to 4 1 
prin ie 


-: Not applicable 


Cage Identification: Color-coded cage card indicating study, group, animal number(s), and 
sex. 


Animals will be separated during designated procedures/activities or will be separated as 
required for monitoring and/or health purposes, as deemed appropriate by Study Director 
and/or Clinical Veterinarian. Cages will be arranged on the racks in group order. 

Where possible, control group animals will be housed on a separate rack from the 

test item-treated animals. 


8.2. Animal Enrichment 


For psychological/environmental enrichment, animals will be provided with items such as a 
wooden gnaw block and shredded paper, except when interrupted by 

study procedures/activities. It is considered that there are no known contaminants in the 
enrichment that could interfere with the outcome of the study. 


8.3. Environmental Conditions 


The targeted conditions for animal room environment will be as follows: 


Temperature: 19 Cto25 C. 
Humidity: = 35%. 
Light Cycle: 12 hours light and 12 hours dark (except during designated procedures). 
Ventilation: 10 or more air changes per hour. 
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8.4. Food 

Diet: Pelleted complete diet ad (diet Reference No. A04C-10), sterilized by 
irradiation. 

Type: Pellets (alternate diet may be provided on individual animal basis as 
warranted as approved by the Study Director). 

Frequency: Ad libitum, except during designated procedures. 

Analysis: Each batch of diet is supplied with a certificate of analysis which is 
verified and authorized for release by a veterinarian. 
Certificates of analysis will be maintained in the archives of the 
Test Facility. It is considered that there are no known contaminants in 
the feed that would interfere with the objectives of the study. 

8.5. Water 

Type: Softened and filtered (0.2 1m) mains drinking water. 

Frequency/Ration: Freely available to each animal (except during designated procedures). 

Analysis: Analysed at least twice a year for chemical and bacterial contaminants 
by (b) (4) 
Certificates of analysis for the drinking water will be maintained in the 
archives of the Test Facility. It is considered that there are no known 
contaminants in the water that could interfere with the outcome of 
the study. 

8.6. Veterinary Care 


Veterinary care will be available throughout the course of the study and animals will be 
examined by the veterinary staff as warranted by clinical signs or other changes. In the event 
that animals show signs of illness or distress, the Responsible Veterinarian may make initial 
recommendations about treatment of the animal(s) and/or alteration of study procedures, 
which must be approved by the Study Director. Treatment of the animal(s) for minor injuries 
or ailments may be approved without prior consultation with the Sponsor Representative 
when such treatment does not impact fulfilment of the study objectives. If the condition of the 
animal(s) warrants significant therapeutic intervention or alterations in study procedures, the 
Sponsor Representative will be contacted, when possible, to discuss appropriate action. 

If the condition of the animal(s) is such that emergency measures must be taken, the 

Study Director and/or attending Veterinarian will attempt to consult with the 

Sponsor Representative prior to responding to the medical crisis, but the Study Director 
and/or Veterinarian has authority to act immediately at his/her discretion to alleviate 
suffering. The Sponsor Representative will be fully informed of any such events. 
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9. EXPERIMENTAL DESIGN 


Experimental Design of the FO Generation 


Group Test Dose Level |Dose Volume Dose , Number and Identification of Animals 
‘ Concentration 
No. | Material | (ug mRNA) (mL) (mg/mL) Caesarean Subgroup | Littering Subgroup 
Contro 22 22 
: item 0 0:06 c (1 to 22) (201 to 222) 
22 22 
2 BNT162b1 30 006 05 (23 to 44) (223 to 244) 
22 22; 
3 BNT162b2 30 006 05 (45 to 66) (245 to 266) 
22 22 
4 BNT162b3 30 006 05 (67 to 8) (267 to 288) 
Identification of untreated males: 301 to 388. 


9.1. Administration of the Test and Control Items 

Dose Route: Intramuscular injection into the quadriceps alternating on each dosing 
occasion. 

Frequency: 4 dose days (2 premating and 2 during gestation). 

Dose Days: Pre-mating period: Study Day | (21 days before mating, M-21) and 


Day 8 (14 days before mating, M-14). 
Gestation Days 9 and 20. 


Method: The hair of the animals on the injection area will be clipped prior to the 
first injection and then as necessary during the treatment period. 
The animals will be temporarily restrained for dose administration. 
The test item will be administered under light isoflurane 
anaesthesia. The volume for each dose will be administered over 
1 injection site in the quadriceps using appropriate syringe and needle 
(BD Microfine Syringes). The right and left quadriceps will be used in 
rotation for the administrations. 


Each vial will be gently inverted 3 times before dosing. Each vial 
will be inverted once (not inverted between each dosing). 

The vials should not be vortexed. Homogeneity was considered achieved 
following gentle inversion (information provided by the Sponsor). 
Testing of homogeneity will be performed in parallel by the Sponsor. 


Only F0 females will be treated. Males will not be treated. 
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10. IN-LIFE PROCEDURES, OBSERVATIONS, AND MEASUREMENTS 
General In-Life Assessments — Untreated Males and F0 Females 
- Frequency 
Parameter Population(s) (Minimum required) Comments 
At least twice daily’ (at beginning Animals wu be observed 
and end of working day) within their cage unless 
Mortality All animals .__ | necessary for identification or 
F1 pups will be counted daily during ‘ E 
the preweaning phase confirmation of possible 
findings 
Before and at ae on dosing Animalswill be-observed 
Cageside ‘ For males, at least 1 observation will ee their cage unless 
All animals e necessary for identification or 
Observations be recorded before mating 


At least once daily on non-dosing 
days 


confirmation of possible 
findings 


Detailed Clinical 
Observations 


All animals 


A full clinical examination will be 
performed weekly during the 
pre-mating period then on each 
weighing day during the gestation 
and lactation periods 


Animals will be removed from 
the cage 


Individual 
Body Weights 


All FO females 


Each FO female will be weighed at 
least weekly during pretest, twice 
weekly before mating and for the 
periods: 
GD0, GD6, GD9, GD12, GD15, 
GD18 and GD21 
LD1, LD4, LD7, LD10, LD14, LD17 
and LD21 


All FO males 


Each FO male will be weighed at 
least weekly 


Animals may be weighed 
more often if necessary in 
order to monitor health status 


Food Consumption 


All FO females 


Food consumption of each animal 
will be recorded at least once weekly 
from Day 1 and for the periods: 
GD0 to GD6, GD6 to GD9, GD9 to 
GD12, GD12 to GD15, GD15 to 
GD18 and GD18 to GD21 
LD1 to LD4, LD4 to LD7, LD7 to 
LD10, LD10 to LD14, 

LD14 to LD17 and LD17 to LD21 


Quantitatively measured 


*: Except on days of receipt and necropsy where frequency will be at least once daily 
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: Frequency 
Parameter Population(s) (Minimum required) Comments 
Estrous cycles will be monitored 
pre-dosing (2 weeks), then for ‘ 
Estrous Cycles All FO Females | 2 weeks before mating and during -Animals.are pees promthe 
cohabitation until confirmation of 8 
GDO 
Animals will be paired on the basis 
of 1 male and | female for a Mated females will be 
een sae days separated from the male once 
The day of mating will be confirmed é 
4 ; mating has been confirmed 
3 Males and all FO | by the presence of sperm in a vaginal ‘ 
Mating : cs and smearing will cease or 
Females smear or a vaginal plug and will be 
when the appearance of the 
recorded and taken as Day 0 of female suggests pregnancy 
gestation (GDO) - 2 
The same untreated males will be from an undetected mating 
used to mate both subgroups 


10.1. Pregnancy and Parturition (Littering Subset Only) 


For each FO female, the following will be recorded: 


e Date of mating. 
e Date of parturition. 
e Duration of gestation. 
e Abnormalities of nesting or nursing behaviour. 
e Number of implantation sites (at necropsy after staining with ammonium sulphide 
solution). 
10.2. Litter Data (Littering Subset Only) 
Litter Data 
Population(s) Frequency/Comments 
Number of pups born (live and dead) 
External abnormalities of the pups 
Number and sex of pups alive on PND1, PND4, PND7, PND10, PND14, 
F PND17 and PND21 
Each Litter 


Physical development of the offspring, as assessed by the intra-litter onset 
and duration of pinna unfolding and eye opening 
Pupillary reflex and auditory reflex on PND21 
External and necropsy findings of dead pups 


The size of each litter will be adjusted to 8 pups on PND4 by eliminating extra pups by 
random selection to yield where possible 4 male and 4 female pups per litter. Extra pups 
will be euthanized by an intraperitoneal injection of sodium pentobarbitone. 
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11. ANTIBODY EVALUATION 
11.1. Antibody Sample Collection 


Bioanalytical Sample Collection 


Predose on Days of Dosing 


Grou Necropsy (GD21 
Nos P Number of Females Pretest M0? or LD21/PND21)’ 
lto4 All FO females xX xX xX 

Selected fetuses from all litters 
1to4 - - x 


of caesarean subset 

Selected pups (1 male and 

1to4 1 female if possible) from all - - x 

litters of the lactation subset 

Unscheduled euthanasia 

(dams only when possible, done in the x 
animal facility) 

X: Sample to be collected (on toxicokinetic females, where applicable); -: Not collected; 

GD: Gestation Day; LD: Lactation Day; PND: Post Natal Day. 

*: Sample to be collected just before mating. 

>: The day of necropsy will be mentioned in the Study Report for any apparently unmated females. 


FO female: Jugular vein (or other site as deemed necessary) 
Method/Comments: Fetuses: Small incision after anesthesia (or other site as deemed necessary) 
Pups: Intracardiac (or other site as deemed necessary) 
Target 0.5 mL for FO females 

Target 0.3 mL pooled per litter for foetuses 
Target Volume (mL): Targeted 0.5 mL pooled per litter from 2 pups (ideally 1 male and 1 female) 
Additional blood samples may be obtained (e.g., due to sample quality) 
if permissible sampling frequency and blood volume are not exceeded 


Anticoagulant: None 
Special Requirements: None 
Processing Serum 


11.2. Antibody Sample Processing 


Bioanalytical Sample Processing 


F . Volume Volume P . 
Centrifugation Aliquot 1 Aliquot 2 Freezing Specific Request 
1800 g see . one 
10 minutes ee he ae is ay -80 C None 
Approximately +4 C as pre 


Theoretical number of samples: 


e Dams: 528 samples x 2 aliquots. 
e Fetuses: 88 samples x 2 aliquots. 
e Pups: 88 samples x 2 aliquots. 


The first set of samples (1 aliquot/occasion) will be shipped on dry ice to the Test Site for 
antibody Analysis, see Attachment A after the sample or the end of the treatment period. 


The Test Site for bioanalysis will be notified before shipment of the samples. Samples will be 
stored at the bioanalytical laboratory in a freezer set to maintain -80°C until analysis. 
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The duplicate samples will be sent only if requested by the Test Site. Any unused duplicate 
samples will be destroyed after issue of the Final Study Report unless requested otherwise by 
the Study Director and/or the Study Sponsor. 


11.3. Antibody Analysis by Microneutralization CPE-Based 


Each serum sample will be tested in duplicate for neutralizing antibody titre against Sars- 
CoV-2 live virus. The test will be carried out at Vismederi, according to Vismederi standard 
operating procedures and dedicated working instruction “microneutralization cpe-based assay 
for sars-cov-2” (wi-mnsars-cov-2). 


12. TERMINAL PROCEDURES 
12.1. Unscheduled Deaths 


Moribund animals and females showing signs of parturition difficulties or total litter death 
will be euthanized by carbon dioxide inhalation and exsanguination. Any abnormalities 
observed will be recorded and preserved but not examined further in first instance. 


Any such female found dead or moribund will be necropsied as follows: 


Unscheduled Necropsy 


Animals Examination 

Full macroscopic examination of the thoracic and abdominal cavities, including 
the injection sites. Any abnormalities observed will be sampled and preserved 
Full macroscopic examination of the thoracic and abdominal cavities, including 
the injection sites, to determine their pregnancy status, number of corpora lutea 
Mated Females and numbers and types of uterine implantations Any abnormalities observed 
will be sampled and preserved. Any fetuses from these females will not be 

examined and discarded 


Not Mated Females 


Moribund pups will be euthanized by intraperitoneal injection of sodium pentobarbitone. 
Dead animals and pups will also be necropsied. 

Dead or moribund males will be discarded without further examinations. 

12.2. Scheduled Euthanasia 


Surviving animals will euthanized by carbon dioxide inhalation and exsanguination (with the 
exception of the PND4 extra pups — see Section 10.2) and then necropsied according to the 
following schedule: 


FO Females: Caesarean subset: On GD21. 
Littering subset: After weaning of the F1 pups (females 
that fail to produce a viable litter by GD26 will be 
euthanized and necropsied). 


Unmated Females: After completion of the mating period. 
Pups: On PND4 (unselected pups) or on PND21. 
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Untreated males will be retained at the disposal of the Test Facility following completion of 
the majority of caesarean sections. 


Selected fetuses (caesarean subset) and pups (littering subset) will be sampled for 
antibody analysis at necropsy (see Section 11.1). 


12.3. Necropsy 
12.3.1. Caesarean Subset 


All animals will be submitted to a full macroscopic examination of the abdominal and 
thoracic cavities including the injection sites. Any abnormalities observed will be recorded 
and preserved but not examined further in first instance. 


For each female euthanized on GD21, the ovaries and uterus will be removed and examined 
including examination of the placentae. The following data will be recorded: 


Necropsy Data 


Parameters Comments 


Pregnancy Status - 


The uterus of apparently non-pregnant females will be placed in ammonium 
sulphide solution in order to stain any previously undetected implantation sites 
Number and Distribution of} — Will be classified as: live fetuses, dead fetuses, early resorptions and late 


Gravid Uterus Weight 


Intrauterine Implantations resorptions 
Number of Corpora Lutea - 
Fetal Weights Individual weights will be recorded 
Fetal Sex - 


-: No comment. 
12.3.2. Littering Subset 


All adult animals and pups (including those culled on PND4) will be submitted to a full 
macroscopic examination of the abdominal and thoracic cavities including the injection 
sites (for adult animals). Any abnormalities observed will be recorded and preserved but not 
examined further in first instance. 

Carcass of PND21 pups will be preserved for possible skeletal examinations. 


For all FO females, the number of implantation sites will be recorded. 


Any remaining tissues not required for retention may be harvested from the carcass of vehicle 
control animals before disposal. These tissues, if collected, may be used for validation or 
investigational purposes and as such are not part of this study and will not interfere with the 
study objectives. 
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13. FETAL EXAMINATION 


Each fetus will be examined for external defects and all live fetuses will be euthanized by 
oral administration of sodium pentobarbitone. Approximately one half of each litter will be 
submitted to fresh visceral examination of the body (abdominal and thoracic cavities). 

The head will be fixed in Harrison’s fluid for subsequent examination by serial sectioning. 
The remaining carcass will be retained fixed in ethanol but not examined further in the 

first instance. 

The remaining half of the fetuses in each litter will be eviscerated and then processed for 
skeletal examination. The skeletal examinations will be performed following maceration of 
the soft tissues with aqueous potassium hydroxide, staining of the skeleton with Alizarin red 
then passage into glycerol. 

Dead fetuses will be examined externally and discarded without further examination. 

Soft tissue and skeletal examinations will be performed using a binocular microscope. 
Photographs of any representative morphological abnormalities will be taken at the discretion 
of the Study Director (not considered as raw data or reported - kept under the responsibility 
of the Study Director). 


14. STATISTICAL ANALYSIS 


Numerical data collected on scheduled occasions will be summarized and statistically 
analyzed as indicated below according to the occasion or by litter. 


Body Weight Gains (FO Generation): | Calculated between each scheduled interval 
(see Section 10) as well as between Day 1 to 
Day 22, GD0O to GD21 and LD1 to LD21 
(where applicable). 


Body Weight Gains (Fl Generation): | Calculated between each scheduled interval 
(see Section 10). 


Food Consumption: Calculated between each scheduled interval 
(see Section 10) as well as between Day 1 to 
Day 22, GDO to GD21 and LD1 to LD21 
(where applicable). 


Additional or alternative body weight or food consumption intervals may be evaluated to 
elucidate study results at the discretion of the Study Director. 


The following reproductive indices will be calculated: 


For both subgroups combined where applicable (caesarean and littering): 


Pre-coital interval (in days): Sum of days until successful insemination 
Number of inseminated females 
Copulation (mating) index (in %): Number of inseminated females x100 
Number of paired animals 
Pregnancy rate (in %): Number of pregnant females x 100 


Number of paired animals 
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Fertility index (in %): 
For the caesarean subset: 


Pre-Implantation Loss (in %): 


Post-Implantation Loss (in %): 


Sex Ratio (% males): 


Litter % of Fetuses with 
Abnormalities: 


For the littering subset: 
Gestation index (in %): 
Live Birth Index (in %): 
Pre-Birth Loss (in %): 
Viability Index (in %): 
Weaning Index (in %): 


Sex ratio (proportion of male 
pups): 
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Number of pregnant females x100 
Number of inseminated females 


Number of corpora lutea - Number of implants x 100 
Number of corpora lutea 
Number of implants - Number of live fetuses x 100 
Number of implants 
Number male fetuses x 100 
Total Number of fetuses 


Number of fetuses in litter with a given finding x 100 
Number of fetuses in litter examined 


Number of females with live pups x 100 
Number of pregnant females 
Number of pups born alive x 100 
Number of pups born 
Number of implantations - Number of pups born x 100 
Number of implantations 
Number of pups alive on PND4 x 100 
Number of pups alive at birth 
Number of pups alive on PND21 x 100 
Number of pups alive on PND4* 


Number of male pups x 100 
Number of pups 


“: Number of pups alive on PND4 after adjustment of litter size, if applicable 


Additional or alternative indices may be calculated to elucidate study results at the discretion 


of the Study Director. 


The best transformation for the data (none, log or rank) will be determined depending upon: 


e The normality of the data distribution tested by the Shapiro-Wilk's test. 
e The homogeneity of the variances across groups tested by the Bartlett's test. 


Non- or log-transformed data will be analysed by parametric methods. 


Rank transformed data will be analysed using non-parametric methods. 


The data from the treated groups will be analyzed by parametric or non-parametric 
Dunnett's test to look for significant differences from the control group. 


All litter-based percentages will be analyzed using non-parametric methods, 
i.e., Kruskal Wallis test followed by non-parametric Dunnett’s test if the Kruskal-Wallis was 


significant. 
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Selected incidence data will be analysed using a chi’ test for all groups followed by Fisher’s 
two-tailed test with Bonferroni correction for each treated group versus the control if the chi? 
was significant. 


Pre-coital interval, estrous cycle and F1 offspring functional tests will be analysed using a 
SAS software package. Levene's test will be used to test the equality of variance across 
groups and Shapiro-Wilk’s test will be used to assess the normality of the data distribution in 
each group. Data with homogenous variances and normal distribution in all groups will be 
analysed using Anova followed by Dunnett’s test. Data showing non-homogenous variances 
or a non-normal distribution in at least one group will be analysed using Kruskal-Wallis test 
followed by Wilcoxon's rank sum test. 


15. COMPUTERIZED SYSTEMS 


The following computerized systems may be used in the study. The actual computerized 
systems will be documented in the study data. 


Computerized Systems 


System Name Description of Data Collected and/or Analyzed 
GTC Mozart 21 Environmental data recording 
Vaisala Environmental data recording 


Test material receipt, accountability and/or formulation activities; in-life; 


Provantis postmortem; statistical analysis 
Share laa Management Reporting 
ystem 
DocuSign Collection of 21 CFR Part 11 compliant signature 
Devil Deviation information library 
STATSAS Statistical analysis 


Microsoft Excel® (version 2003 or higher) may be employed to present certain results and 


perform associated calculations. 


Data for parameters not required by the Study Plan, which are automatically generated by 
analytical devices used will be retained on file but not reported. Statistical analysis results 
that are generated by the program but are not required by the Study Plan and/or are not 
scientifically relevant will be retained on file but will not be included in the tabulations. 
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16. REGULATORY COMPLIANCE 


The study will be performed in accordance with OECD Principles of Good Laboratory 
Practice as required in Directive 2004/10/EC of the European Parliament and of the 
Council of 11 February 2004, Bonnes Pratiques de Laboratoire, Ministére de l’Emploi et de 
la Solidarité Francaise, No. 2000/Sbis, arrété du 14/03/2000. 


Exceptions to GLPs include the following study elements: 


e Antibody analysis will be performed in accordance with the Good Clinical Laboratory 
Practice (GCLP) and not the GLP (not applicable). The Test Site for antibody analysis 
(VisMederi Srl) is non-GLP compliant. 

This Test site was selected by the Sponsor because it has the most appropriate experience 
concerning the measurement of neutralizing antibody titres against the Sars-CoV-2 live 
virus by Microneutralization CPE-based method. 

The delegated phase for antibody analysis is fit for purpose, will be performed in 
adherence to local SOPs and working instructions, by a research facility with proper 
expertise, and adequate history and by individuals specially trained in this technique 
(according to VisMederi management of personnel procedure). This exception will not 
adversely affect the outcome or interpretation of this study because the methods will 
include appropriate controls to provide reliable data and analyses according to data 
integrity principles and local QA report review will ensure compliance to internal 
procedures. The measurement will be conducted according SOP described in 

Section 11.3. 


17. QUALITY ASSURANCE 
17.1. Test Facility 


The Test Facility Quality Assurance Unit (QAU) will monitor the study to assure the 
facilities, equipment, personnel, methods, practices, records, and controls are in conformance 
with Good Laboratory Practice regulations. The QAU will review the Study Plan (and any 
amendments), conduct inspections at intervals adequate to assure the integrity of the study, 
and audit the Final Report to assure that it accurately describes the methods and 

Standard Operating Procedures and that the reported results accurately reflect the raw data of 
the study. 


All Quality Assurance documents will be retained by the Test Facility as their property and 
will not be returned to the Study Sponsor. 


17.2. Test Site(s) 
Not applicable (non-GLP phase — see Section 16). 


Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Study Plan Amendment No. 02 Page 20 


CONFIDENTIAL 


FDA-CBER-2021-5683-0593998 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 160 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 1 


DocuSign Envelope ID: 3464503D-1F4A-416F-9FC1-2C676A750120 


18. AMENDMENT(S) AND DEVIATIONS 


Changes to the approved Study Plan shall be made in the form of an amendment, which 
will be signed and dated by the Study Director. Every reasonable effort will be made to 
discuss any necessary Study Plan changes in advance with the Sponsor. 


All Study Plan and SOP deviations will be documented in the study records. 
The Study Director will notify the Sponsor of deviations that may result in a significant 
impact on the study as soon as possible. 


Deviations from the Study Plan and/or SOP related to the phase(s) of the study conducted at a 
Test Site shall be documented, acknowledged by the Principal Investigator, and reported to 
the Study Director for authorization/acknowledgement. 


19. | RETENTION AND DISPOSITION OF RECORDS, SAMPLES, AND 
SPECIMENS 


All study-specific raw data, electronic data, documentation, Study Plan, retained samples and 
specimens, and the Final Report will be archived at the Final Report issue. All materials 
generated by Charles River Laboratories from this study will be transferred to a 

Charles River Laboratories archive and kept for a period of 2 years following the date of 
issue of the Final Report. 


Disposition of residual/retained analytical samples will be as described in the table below. 


Disposition of Residual/Retained Samples 


Sample Type Disposition Schedule 


Samples will be maintained for a minimum of 
6 months following issuance of the 
Serum for antibody analysis Return to the Sponsor Draft Report or at an alternate time point prior 
to finalization as requested and authorized by 
the Study Director 


Records to be maintained will include, but will not be limited to, documentation and data for 
the following: 


e Study Plan, Study Plan amendments, e Antibody sample collection and 
and deviations. evaluation. 
e Study schedule. e Gross observations and related data. 
e Study-related correspondence. e Organ weight measurements. 
e Test system receipt, health, and e Statistical analysis results. 
husbandry. e Original signed Final Report. 
e Test materials receipt, identification and 
preparation. 
e Reserve sample. 
e In-life measurements and observations. 
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20. STUDY CLASSIFICATION 
Study Category: Reproductive and developmental toxicology. 


Study Type: Combined fertility and developmental study 
(including teratogenicity and 
postnatal investigations). 


Study Design: Parallel. 
Primary Treatment Unique Ingredient ID: BNT162. 
Class of Compound: Vaccine. 
21. REPORTING 


The Study Sponsor will be informed promptly of any significant findings at any time during 
the study. 


A study update with all available data will be provided after termination of the in-life phase. 


A comprehensive Draft Report will be prepared following completion of the study and 

will be finalized following consultation with the Sponsor. The report will include all 
information necessary to provide a complete and accurate description of the experimental 
methods and results and any circumstances that may have affected the quality or integrity of 
the study. 


The report will be issued in the Test Facility house style. 


The Sponsor will receive an electronic version of the Final Report provided in 

Adobe Acrobat PDF format (hyperlinked and searchable at final). The PDF document will be 
created from native electronic files to the extent possible, including text and tables generated 
by the Test Facility. Report components not available in native electronic files and/or 
original signature pages will be scanned and converted to PDF image files for incorporation. 


Reports should be finalized within 6 months of issue of the Draft Report. If the Sponsor has 
not provided comments to the report within 6 months of draft issue, the report will be 
finalized by the Test Facility unless other arrangements are made by the Sponsor. 


A tabulated data summary will be provided in a format as outlined in the ICH Harmonized 
Tripartite Guideline, The Common Technical Document for the Registration of 
Pharmaceuticals for Human Use Safety — M4S (R2), Non-Clinical Overview and 
Non-Clinical Summaries of Module 2, Organisation of Module 4. 
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22. JUSTIFICATION AND GUIDELINES 
22.1. Justification of Test System and Number of Animals 


At this time, studies in laboratory animals provide the best available basis for extrapolation to 
humans and are required to support regulatory submissions. Acceptable models which do not 
use live animals currently do not exist. 


The rat was chosen as the animal model for this study as it is an accepted rodent species for 
preclinical toxicity testing by regulatory agencies. It mounts an immune response to the 
vaccines tested that is similar to the expected human response after vaccination. 


The total number of animals to be used in this study is considered to be the minimum 
required to properly characterize the effects of the test item. This study has been designed 
such that it does not require an unnecessary number of animals to accomplish its objectives. 


yay Justification of Route and Dose Levels 


The intramuscular route of exposure was selected because this is the intended route of human 
exposure. The dose administered will be the highest absolute dose considered for Women of 
Childbearing Potential. 


22.3. Guidelines for Study 
The study will be conducted in general compliance with the following: 


e International Conference on Harmonization, Detection of Toxicity to Reproduction for 
Medicinal Products; Department of Health and Human Services, Food and 
Drug Administration; Federal Register 1994, Part IX. Vol. 59. No. 183, 48746 - 48752. 

e ICH guideline S5(R3): Detection of Reproductive and Developmental Toxicity for 
Human Pharmaceuticals; February 2020. 

e Food and Drug Administration (FDA). Guidance for Industry: Considerations for 
developmental toxicity studies for preventive and therapeutic vaccines for infectious 
disease indications, CBER Division of Vaccines and related products (February 2006). 

e European Medicines Agency (EMEA), CPMP/SWP/465/95 June 1998. Note for guidance 
on preclinical pharmacological and toxicological testing of vaccines. 

e WHO guidelines on nonclinical evaluation of vaccines, Technical Report Series, No. 927, 


2005 
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23. ANIMAL WELFARE 


The study design was reviewed and approved by the ethical committee of the Test Facility as 
per the Standard Project Authorization No. 2017072617402851. 


The study design, animal housing and associated procedures are in general compliance with 
the following animal health and welfare guidelines: 


e Guide for the care and use of laboratory animals, 2011. 

e Decree No. 2013-118 relating to the protection of animals used in scientific experiments 
described in the Journal Officiel de la République Frangaise on 01 February 2013. 

e Directive 2010/63/EU of the European Parliament and of the Council of 
22 September 2010 on the protection of animals used for scientific purposes. 

The Test Facility is AAALAC accredited. 


By approving this Study Plan, the Sponsor affirms that there were no other alternative 
experimental methods other than the use of live animals to achieve the required objectives, 
that the harm-benefit analysis of the project was performed and that this study does not 
unnecessarily duplicate any previous experiments. 
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TEST FACILITY AMENDMENT APPROVAL 


The signature below indicates that Test Facility Management approves the Study Director 
identified in this document and management’s responsibility to the study as defined by the 
relevant GLP regulations. 


DocuSigned by: 


U Sianer name(D) (6) 


Signing Reason: | approve this document 
Signing Time: 30-Sep-2020 | 03:12:05 EDT 


ABCO4EE2CE384BF9A74C05C8E 1245234 


Test Facility Management 


The signature below indicates that the Study Director approves the document. 


DocuSigned by: 


U Signer Name. 
Signing Reason: | approve this document 
Signing Time: 29-Sep-2020 | 10:41:33 EDT 


6A473C2E153B40C6AB924DFD8FOA3EC5 


(b) (6) 
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SPONSOR AMENDMENT APPROVAL 


The signature of the Sponsor Representative below indicates approval of this document. 


Date: wht QEC208 
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ATTACHMENT A 
Shipment of Samples and Study Records 


vey TSE Conditions for 
Matrix | Purpose Week/ Shipment Shi t Recipient/Address 
Aliquot Date tpn 
(b) (6) 
VisMederi Srl 
. Strada del Petriccio e Belriguardo, 35 
Serum | Antibody | Pretest and/ 9, 5.0020] Dry ice 53100 Siena, Italy 
analysis MO E-mail: (b) (6) 
and 
(b) (6) 
(b) (6) 
VisMederi Srl 
. Strada del Petriccio e Belriguardo, 35 
Serum | Antibody | GD21 or | 51 O-¢ 2020] Dry ice 53100 Siena, Italy 
analysis LD21 E-mail (b) (6) 
and 
(b) (6) 
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Deviations 


All deviations that occurred during the study have been authorized/acknowledged by the 
Study Director, assessed for impact, and documented in the study records. All Study Plan 
deviations and those SOP deviations that could have impacted the quality or integrity of the 
study are listed below. Minor SOP deviations that did not impact the quality or integrity of 
the study have been included at the discretion of the Study Director. 


Husbandry 


*« On Day -19, F23 from the BNT162b2 group (caesarean subgroup) was found in the cage 
of F28 to F32 (BNT162b2 group) during blood sampling. The female was placed in the 
wrong cage after the estrous cycle smear that same day (i.e., for approximately 2h45). 
This animal was replaced in its cage as soon as noted. This did not noticeably affect the 
clinical condition of the animals or the outcome of the study. 

* On GD6, F286 (BNT162b3 group) was found with no access to water for approximately 
2 hours and 15 minutes hours due to a badly positioned bottle. This did not noticeably 
affect the clinical condition of the animal or the outcome of the study. 

* OnGDI18, Female No. 54 (BNT162b2, 30 ug) was found with no access to water 
probably for approximately 23 hours due to a defective bottle. This did not noticeably 
affect the clinical condition of the animal or the outcome of the study. 


Individual Physical and Functional Development 

* For 1 litter in the BNT162b1 group, the eye opening test was not performed for 3 pups 
after PND 14 in error. All pups had the eyes open on PND21. This isolated incident for 
3 pups had no impact on the study validity or outcome. 


Postmortem and Pathology 


¢ One dead pup of F212 from the control group was necropsied on PND1. The results of the 
necropsy was not recorded in the raw data in error. This isolated incident for a single pup 
had no impact on the study validity or outcome. 

¢ Due to the technical error, litter weight from F72 (BNT162b3 group) was not recorded in 
the raw data in error. This isolated incident for a single littter had no impact on the 
study validity or outcome. 
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Donaustrafe 99 
A-3400 Klosterneuburg, Austria 


Poti MUN Teens 0 


Fax: +43-2243-25060-399 


valaulis E-Mail: office@polymun.com 
http://www.polymun.com 
Non-GMP CoA 
Material not for human use 
Version 3 
Product: CoVVAC 
Batch: RBPO20.3 LNP 
Lot: CoVVAC/100320 
Test Method 
Appearance Visual Inspection (224/SOP/011) White to off-white suspension 
RNA identity CE (223/SOP/016) 
RNA integrity CE (223/SOP/016) 
RNA content Ribogreen Assay (221/SOP/018) 
- Ribogreen assay +/- LNP disruption 
RNA encapsulation (221/soP/018) 
ALC-0315 content HPLC-CAD (222/SOP/044) 
ALC-0159 content HPLC-CAD (222/SOP/044) 
DSPC content HPLC-CAD (222/SOP/044) 
Cholesterol content HPLC-CAD (222/SOP/044) 


Dynamic light scattering 
(224/SOP/002) 
Dynamic light scattering 
(224/SOP/002) 
pH (224/SOP/016) 
Freezing point depression 
(224/SOP/009) 
Turbidimetric, kinetic LAL assay 
(Ph. Eur. 2.6.14/ USP<85>) 
Membrane filtration method 
225/SOP/001 


Particle size (Zavg) 


Polydispersity index (PDI) 


pH 


Osmolality 


Store at: -70°C 


Date: 2 6. O%. 2020 


Date: _ “ Ss. 
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| Shelf Life Extension 
= 


FOR-070-003A 


____ SOP-070-003-V.04 _ Anlage 


C : G BIONT=CH 
SOP-070-003-AL-1- 31.07.2020 30.07.2022 


_Order_Clin_Rel_Mat_ —_ V.04 7 _ 1! a | 
PSL number: PSL-20-0012 
To be filled in by staff member of the technical department 
Part 1 responsible for the clinical relevant material 
Batch number CoVVAC100320 
Product/Material name BNT162b1 
SLR Number SLR-20-0009 


Manufacturer of the 
| product/material 


Polymun Scientific 
DonaustraRe 99, 3400 Klosterneuburg, Austria 


Evaluation 


Date of manufacturing 10.MAR.2020 
Test Point 5 months 
Date Months 
Shelf life up to now 
10.SEPT.2020 6 
Document code of 
stability report R-20-0229 
Date Months 
New shelf life 
10.JAN.2021 10 
Sponsor’s approval r ig 
required (if not BNT) yes no 
a 
yes 
Evaluation according to ICH 7 
no, justification below 


No movement of the CQAs of the DP is observed for any of the oldest 
DP batches either at the main temperature of -70+10°C or at the 
satellite storage temperature of-40£5°C which is at or below the glass 
transition temperature of the cryoprotectant, sucrose, (Tg’1: - 
51.840.8°C and Tg’2: -38.8+0.1°C may also be treated as indicative 
to long term stability. (5) (4) 


(b) (4) 


Druckdatum: 03.09.2020 


Seite: 1/4 


(b) (6) 


1 - Eigentum de 
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__ SOP-070-003-V..04 __ Anlage 


_ Shelf Life Extension 


elses ma oe “Stee BIONT=CHA 
| FOR-070-003A | SOP-070-003-AL-1- 31.07.2020 © 30.07.2022 
_Order_Clin.RelMat  V.04 sand! lacasissntaseel > oe. 
PSL number: 

Sl 


Evaluation 


Prepared 


Approved 


Orickdatum O8.%.207! 
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FOR-070-003A SOP-070-003-AL-1- 31.07.2020 30.07.2022 

Order_Clin_Rel_Mat V. 04 


PSL number: _| Ps!-20-0012 


Sponsor Approval 


r 
Sponsor 


Name 


Date 


Herewith | confirm that | have received the request to extend shelf life. 


® Orel 
= XY ; es 
Approval granted | yes ie rl tie 
E | 
Comments 
Date Signature Seal of contractor 


Please return the completed form per E-Mail to the sender and to QA@biontech.de and 
other recipients if agreed (e.g in QAA). 


(b) (6) 
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FOR-070-003A SOP-070-003-AL-1- 31.07.2020 30.07.2022 
_Order_Clin_Rel_Mat —Vv.04 a 
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POU MUN 


Donaustrale 99 

A-3400 Klostemeuburg, Austria 
Tel.: +43-2243-25060-300 

Fax: +43-2243-25060-399 


NCATE E-Mail: office@polymun.com 
Forschung GmbH http://www.polymun.com 
Non-GMP CoA 
Material not for human use 
Version 3 
Product: CoVVAC 
Batch: RBPO20.2LNP 
Lot: CoVVAC/270320 
Test Method Result 
Appearance Visual Inspection (224/SOP/011) White to off-white suspension 
RNA identity CE (223/SOP/016) 
RNA integrity CE (223/SOP/016) 
RNA content Ribogreen Assay (221/SOP/018) 508 pg/mL 


RNA encapsulation 


Ribogreen assay +/- LNP disruption 


(221/SOP/018) 


ALC-0315 content 


HPLC-CAD (222/SOP/044) 


ALC-0159 content 


HPLC-CAD (222/SOP/044) 


DSPC content 


HPLC-CAD (222/SOP/044) 


Cholesterol content 


HPLC-CAD (222/SOP/044) 


Particle size (Zavg) 


Polydispersity index (PD!) 


Dynamic light scattering 
(224/SOP/002) 
Dynamic light scattering 
(224/SOP/002) 


pH pH (224/SOP/016) 
7 Freezing point depression 
O: lal 
smaaite (224/SOP/009) 
4 Turbidimetric, kinetic LAL assay 
E 
qdotexins/Pyrogers (Ph.Eur. 2.6.14/ USP<85>) 
3 Membrane filtration method 
Bioburden 


225/SOP/001 


Store at: -70°C 


Date: 0 2 04. Ao 


Date: QS oleae fe) 
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Shelf Life Extension SOP-070-003- V. 04 Anlage 
Anlage Code Giiltig von Giltig bis 
FOR-070-003A SOP-070-003-AL-1- 31.07.2020 | 30.07.2022 


Order_Clin_Rel_Mat 


BIONT=CH 


V. 04 


PSL number: PSL-20-0014 
To be filled in by staff member of the technical department 
Part 1 responsible for the clinical relevant material 
Batch number COVVAC270320 
Product/Material name BNT162b2 
SLR Number SLR-20-0009 


Manufacturer of the 
| product/material 


Polymun Scientific 
Donaustrake 99, 3400 Klosterneuburg, Austria 


Evaluation 


Date of manufacturing 27.MAR.2020 
Test Point 4 months 
Date Months 
Shelf life up to now 
27.SEP.2020 6 
Document code of 
stability report R-20-0229 
Date Months 
New shelf life 
27.NOV.2020 8 
Sponsor’s approval cI ral 
required (if not BNT) yes no 
v| 
yes 
Evaluation according to ICH _ 
| no, justification below 


No movement of the CQAs of the DP is observed for any of the oldest 
DP batches either at the main temperature of -70+10°C or at the 
satellite storage temperature of-40+5°C which is at or below the glass 
transition temperature of the cryoprotectant, sucrose, (Tg’1: - 
51.8+0.8°C and Tg’2: -38.8+0.1°C may also be treated as indicative 
to long term stability. (b) (4) 


Druckdatum: 03.09.2020 


Gedruckt von: () (6 09:51 / Streng Seite: 1/4 
vertraulich - Eigentum der BioNTech SE 
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Evaluation 


Prepared 
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Order_Clin_Rel_Mat Vv. 04 


| CC eel 


| PSL number: | PSL-20-0014 | 


Sponsor Approval 


Sponsor 
Name 


Date | 


Herewith | confirm that | have received the request to extend shelf life. 


Approval granted 
Comments 
ee 
Date Signature 
9 Seal of contractor 


Please return the completed form per E-Mail to th i 
oiharecbienis tageed Coe oe ; e sender and to QA@biontech.de and 
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Order_Clin_Rel_Mat V. 04 


PSL number: 

Part 2 To be filled in by QA 

The form is complete 7| 

and correct yes no 
Information was Function/Name: 


forwarded to the 
relevant functions 
according to SLR 
number 


Regulatory Affairs CMC 


IMP management 


Pfizer CMC / Regulatory / PM 


Comments 


Date, Signature 


26-09-2020 


(b) (6) 
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SCIENTIFIC 
Immunbiologischa Forchung GmbH 


Non-GMP CoA 


Material not for human use 
Version 2 


Product: CorVac BNT162b3c 
Batch: RBPO20.8 LNP 
Lot: BCV/040620 


Visual Inspection (224/SOP/011) 
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DonaustraBe 99 

A-3400 Klosterneuburg, Austria 
Tel.: +43-2243-25060-300 

Fax: +43-2243-25060-399 
E-Mail: office@polymun.com 
http://www.polymun.com 


Result 


White to off-white suspension 


CE (223/SOP/015) 


CE (223/SOP/015) 


Ribogreen Assay (221/SOP/018) 531 pg/mL 


Ribogreen assay +/- LNP disruption 
(221/SOP/018) 


ALC-0315 identificati 
C-0315 identification HPLC-CAD (222/SOP/044) 
and content 


ALC-0159 identification HPLC-CAD (222/SOP/044) 
and content 


DSPC identification and 
content 

Cholesterol identification 
and content 


HPLC-CAD (222/SOP/044) 


HPLC-CAD (222/SOP/044) 


i namic light scatterin, 
Particle size (Zavg) is 4/SOP a5) 6 


Polydispersity index (PDI) ee a 


pH pH (224/SOP/016) 

Freezing point depression 
(224/SOP/009) 

Turbidimetric, kinetic LAL assay 
(Ph.Eur. 2.6.14/ USP<85>) 
Membrane filtration method 
225/SOP/001 


Osmolality 


Endotoxins/Pyrogens 


Bioburden 


Store at: -70°C 


0%. OF. 2020 


Date: 


Date: 0% fag! ele 
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PF-07302048: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology Studies 
VR-VTR-10681, Ver 10 


Title: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology 
Studies 


Study Number: N/A 


Parent Compound Number(s): PF-07302048 


Alternative Compound Identifiers: N/A 


Pfizer Vaccine Research and Development 
401 N. Middletown Rd. 
Pearl River, NY 
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PF-07302048: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology Studies 
VR-VTR-10681, Ver 10 


Title: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology 
Studies 


PRINCIPAL INVESTIGATOR: (5)(6) yyy 


CONTRIBUTING SCIENTIST(S): NA 


PREPARED BY: 


APPROVED BY: 
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PF-07302048: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology Studies 
VR-VTR-10681, Ver 10 


Title: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology 
Studies 


SYNOPSIS 


This report provides the data to support the sample homogeneity assessment for COVID-19 
mRNA drug product used in GLP Toxicity and GLP DART studies. The homogeneity is 
supported by evaluating the RNA concentration for multiple sample pulls from a single vial 
by Ribogreen. This is applicable to formulations of vaccines (test articles) containing RNA 
lipid nanoparticles (LNPs) that are used in GLP toxicology studies. 
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PF-07302048: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology Studies 
VR-VTR-10681, Ver 10 
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PF-07302048: Sample Homogeneity for COVID-19 mRNA LNP DP Used in GLP Toxicology Studies 
VR-VTR-10681, Ver 1 0 


1. OBJECTIVES 


The objective of this report is to document the sample homogeneity of COVID-19 mRNA 
drug product (DP) as dosed in separate GLP Toxicity and DART studies over the expected 
dosing window. 


2. INTRODUCTION 


The COVID-19 messenger RNA Lipid Nanoparticle vaccine (mRNA LNP) is currently 
under development by Pfizer and BioNTech as a vaccine for COVID-19. The LNP drug 
product (DP) is composed of modRNA (modified nucleoside RNA) formulated in lipid 
nanoparticles consisting of ALC-0315, ALC-0159, DSPC, and cholesterol in a matrix of 
300 mM sucrose, 0.75x PBS (103 mM NaCl, 2 mM KCl, 6 mM Na2HPOsg, and 1.0 mM 
KH2POs), pH 7.4. 


3. STUDIES IN SUPPORT OF SAMPLE HOMOGENEITY 


The LNP DP is presented in multi-dose vials stored frozen at -70°C. Prior to dosing, the DP 
vial is thawed and gently mixed by inversion. For the GLP Toxicity study, the vial is gently 
mixed by inversion before each of the nine 60-uL doses is withdrawn. For the DART study, 
the DP vial is gently mixed by inversion only prior to the first of the ten 60-L doses being 
withdrawn. To ensure uniformity of LNP formulation throughout dosing using a multi-dose 
vial (from thawing the vial (initial dose) through the last dose), the RNA concentration was 
determined N=5 times over a 6-hour window to represent the Toxicity study vial handling 
and N=5 times over a 120-minute window to represent the DART study vial handling using 
the Ribogreen assay (VR-TM-10308).! The materials used in this evaluation are shown in 
Table 1. 


Table 1. Samples Used in Content Uniformity Assessment 


Material Lot Number Concentration Reference 
CorVac BNT162b3c BCV/040620 531 pg/mL 132355-047 
(modRNA b3c LNP DP) 


This homogeneity study supports the toxicity studies shown in Table 2. BNT162b3c DP lot 
BCV/040620 was evaluated in both toxicity studies (20GR142 and 20256434) and will serve 
as a representative of modRNA DP. The other construct formulations are similar in 
composition and are expected to behave the same. 


Table 2. Toxicity Studies Being Supported 


Study Study (Sponsor) Number 
17-Day IM Toxicity Study of BNT162B2 (V9) and BNT162B3C in Wistar Han 20GR142 
Rats with a 3-Week Recovery 
Combined Fertility and Developmental Study (Including Teratogenicity and 20256434 
Postnatal Investigations) of BNT162b1, BNT162b2 and BNT162b3 by the IM 
Route in the Wistar Rat GLP Study 
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VR-VTR-10681, Ver 10 


The testing plan to represent the DP vial handling in study 20256434 is shown in Table 3. 


Table 3. Testing Plan for DART DP Vial (Study Number 20256434) 


Time point, hours 


Dose volume, nL Testing 


Dose treatment 


0 


60 TBT* 


Gentle inversion prior to withdraw, 3X 
None 


None 


None 


None 


None 


None 


None 


60 


60 TBT 


None 
None 


a TBT=to be tested 
b NT =not tested 


The testing plan to represent the DP vial handling in Toxicity Study 20GR142 is shown in 


Table 4. 


Time point, minutes 


Dose volume, pL Testing 


Table 4. Testing Plan for Toxicity DP Vial (Study Number 20GR142) 


Dose treatment 


0 


60 TBT* 


Gentle inversion prior to withdraw, 3X 


15 


60 NT? 


Gentle inversion prior to withdraw, 3X 


30 


TBT 


Gentle inversion prior to withdraw, 3X 


45 


NT 


Gentle inversion prior to withdraw, 3X 
Gentle inversion prior to withdraw, 3X 


Gentle inversion prior to withdraw, 3X 


105 


Gentle inversion prior to withdraw, 3X 
Gentle inversion prior to withdraw, 3X 


120 


60 TBT 


Gentle inversion prior to withdraw, 3X 


a TBT=to be tested 
b NT =not tested 


4. STUDY RESULTS 
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4.1. Homogeneity for DART Study Number 20256434 
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VR-VTR-10681, Ver 10 


Table 5. Homogeneity Results in Support of DART Study Number 20256434 


Time point, hours Dose volume, nL RNA concentration, ng/mL 
0 60 553 
10 60 615 
20 60 605 
40 60 592 
60 60 558 
Average RNA concentration, ng/mL 585 
%RSD 43 


4.2. Homogeneity for Toxicity Study 20GR142 


The concentration of mRNA measured over 2 hours was 571 g/mL on average with an 
%RSD of 4.2% as shown in Table 6. This supports that the sample is homogeneous over this 
time frame which represents the dosing window for this study. 


Table 6. Homogeneity Results in Support of Toxicity Study Number 20GR142 


Time point, minutes Dose volume, RNA concentration, 


60 
90 60 561 
120 60 582 
Average RNA concentration, pg/mL 571 
%RSD 42 


5. CONCLUSION 


The data in this report supports that the content of a DP vial is homogeneous during the 
dosing windows regardless of whether a vial is shaken once upon thawing or prior to 
withdrawing of each of the doses over the timeframes indicated. 

6. DEVIATIONS 


Not applicable. 


7. REFERENCES 


1. VR-TM-10308, “Quantification of Total RNA in COVID-19 mRNA LNP DP by 
RiboGreen Fluorescence”. 
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Individual Mortality 


20256434 
Removal Removal Removal Time Removal Pathology 
Group Dose Level Sex Animal Cage Day Week Date Time Slot Symptom Reason 
1 Control Omcg Female 0 0 45 7 23SEP2020 10:02 TS 
1 1 47 7 25SEP2020 9:08 TS 
2 2 46 7 24SEP2020 9:18 TS 
3 3 47 ch 25SEP2020 9:21 TS 
4 4 44 7 22SEP2020 9:16 TS 
5 5 53 8 010CT2020 10:39 TS 
6 6 44 7 22SEP2020 9:19 TS 
7 7 56 8 040CT2020 9:10 iS) 
8 8 47 7 25SEP2020 9:25 TS 
9 9 44 7 22SEP2020 9:21 TS 
20 20 46 7 24SEP2020 9:34 TS 
21 21 47 oh 25SEP2020 O33. TS 
22 22 46 tf 24SEP2020 9:45 TS 
2 BNT162b1 30mcg Female 223 223 66 0 30SEP2020 5:18 TS 
224 224 69 0 030CT2020 0:10 TS 
225 225 68 0 020CT2020 3:22 ‘ 5 TS 
226 226 50 8 14SEP2020 0:03 : UT UT 
227 227 66 0 30SEP2020 5:34 TS 
228 228 67 0 010CT2020 4:42 TS 
229 229 69 0 030CT2020 0:21 TS 
230 230 68 0 020CT2020 3239 TS 
231 231 67 0 010CT2020 4:55 TS 
232 232 67 0 010CT2020 5:06 Ts 
233 233 69 0 030CT2020 0:05 TS 
234 234 67 0 010CT2020 5:30 TS 
235 235 66 0 30SEP2020 5:43 : . TS 
236 236 51 8 15SEP2020 0:00 P UT UT 
237 237 69 0 030CT2020 0:27 TS 
238 238 67 0 010CT2020 5:36 TS 
239 239 78 2 120CT2020 1:06 TS 
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46 ef 
46 7 
47 at 
47 7 
43 7 
45 7 
68 10 
68 10 
66 10 
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Date: 19-Nov-2020 


10:04 Page: 


3 BNT162b2 30mcg 


Removal 
Day Week 


OY 
foe} 
NrAYNAAYAINAAYIAAIANYNOHWNCCCCCCCCCCCCOmMW~nO COCO CO fo 


I SN SS SS ST SO SO SS SSS 
BANAATDA DAU BW 


Removal 
Date 


30SEP2020 
030CT2020 
030CT2020 
020CT2020 
030CT2020 
30SEP2020 
16SEP2020 
020CT2020 
020CT2020 
010CT2020 
030CT2020 
030CT2020 
030CT2020 
010CT2020 
020CT2020 
020CT2020 
30SEP2020 
010CT2020 
020CT2020 
22SEP2020 
010CT2020 
22SEP2020 
23SEP2020 
25SEP2020 
24SEP2020 
25SEP2020 
24SEP2020 
25SEP2020 
25SEP2020 
24SEP2020 
22SEP2020 


Removal 
Time 


OWUOWwWwWPPrRFORPBWWOUDWOOUW 


ON 


SR Ou 


oO 


DDUAWOANUDLO 


woe 
Pro 


209 


Removal 
Symptom 


FL 


Pathology 
Reason 
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Removal 
Day Week 


Removal 
Date 


Removal 


Removal 
Symptom 


Pathology 
Reason 


3 BNT162b2 30mcg 


4 BNT162b3 30mcg 


Female 


NS TS ST SS SS SS STS 


i i i i i a 


OOOO COCOCOCOMWONNOOCOCCOCCOCAOCCOCCO Oo 


24SEP2020 
24SEP2020 
24SEP2020 
22SEP2020 
22SEP2020 
22SEP2020 
22SEP2020 
24SEP2020 
25SEP2020 
25SEP2020 


010CT2020 
010CT2020 
020CT2020 
020CT2020 
020CT2020 
040CT2020 
020CT2020 


14SEP2020 
030CT2020 
040CT2020 
010CT2020 
020CT2020 
020CT2020 
010CT2020 
010CT2020 


AMNWwnoroworFuUanwnodwwwe & 


NOB Ww 


NBO Ww Os Ook Oo 


ONOSB 
ANWUNFBEHDOOWOWDUWUWUO WY 


Oo wesw 


WNHOrRPANRFPWWAB 


HS 
AI 
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6 


4 BNT162b3 30mcg 


Removal 
Day Week 


KAR DR BD RR RRR RR RR RR BR BR OB OBR BR OR UO 
YAY OH Y DAYANA HAADASADSP BATAAN AHADOH+ 


~sN N NSN NS NS NS NS NS NS NN NNN NNN NII NN 


Removal 
Date 


010CT2020 
040CT2020 
24SEP2020 
24SEP2020 
25SEP2020 
25SEP2020 
25SEP2020 
22SEP2020 
22SEP2020 
24SEP2020 
24SEP2020 
22SEP2020 
24SEP2020 
24SEP2020 
25SEP2020 
25SEP2020 
25SEP2020 
24SEP2020 
25SEP2020 
25SEP2020 
23SEP2020 
25SEP2020 
25SEP2020 
25SEP2020 


Removal 


Time 


POISE INO RP ne a) ee ay 


Time 
Slot 


Removal 
Symptom 


Pathology 
Reason 
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Provantis Date: 19-Oct-2020 17:07 Page: al 
Individual Pre-Mating Clinical Observations of Females 


20256434 


-26 -21 -14 -7 =3. 1 
Group Sex Animal Clinical Sign Site Daily 1 
a £ 201 Desquamation Right hindlimb : 
Localised hairloss Head xX xX : . : 
Scab(s). njection site(s) ‘ Fi ‘ Z ‘ x 
202 Teeth long Lower tooth/teeth 2 3 2 : F 
203 Missing tooth Upper tooth/teeth é é - é xX xX 
204 Desquamation Left and right hindlimbs 3 : 2 : 
Scab(s). njection site(s) ‘ z ; r ‘ x 
205 Desquamation Left and right hindlimbs : 7 5 : 
Scab(s). njection site(s) . . - : f x 
212 Desquamation Left hindlimb : . . . . 
Erythema. njection site(s) : 2 : 3 5 x 
220 Desquamation Right hindlimb 
Erythema. Right hindlimb 
Erythema. njection site(s) ‘ 3 . 3 : x 
221 Erythema. Left hindlimb 7 7 7 . 7 
Erythema. njection site(s) : : : 3 : x 
Localised hairloss Dorsal neck region xX xX xX x 
Scab(s). Back x 
Scab(s). Dorsal neck region xX 
7 Localised hairloss Left forelimb 
9 Localised hairloss Dorsal neck region 
Scab(s). Dorsal neck region 
Severity Codes: X = Present; 1 = Slight 
Group 1 - Control Omcg 
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Provantis 


20256434 


Date: 


Page 194 


Test Facility Study No. 20256434 


19-Oct-2020 


17:07 


Page: 


Group Sex Animal 


221 


Desquamation 
Localised hairloss 
Scab(s). 

Teeth long 
Missing tooth 
Desquamation 
Scab(s). 
Desquamation 
Scab(s). 
Desquamation 
Erythema. 
Desquamation 
Erythema. 
Erythema. 
Erythema. 
Erythema. 
Localised hairloss 
Scab(s). 

Scab(s). 

Localised hairloss 
Localised hairloss 
Scab(s). 


Right hindlimb 

Head 

njection site(s) 

Lower tooth/teeth 

Upper tooth/teeth 

Left and right hindlimbs 
njection site(s) 

Left and right hindlimbs 
njection site(s) 

Left hindlimb 

njection site(s) 

Right hindlimb 

Right hindlimb 

njection site(s) 

Left hindlimb 

njection site(s) 

Dorsal neck region 

Back 
Dorsal neck region 
Left forelimb 
Dorsal neck region 
Dorsal neck region 


xX 


Severity Codes: X = Present; 1 


Group 1 - Control Omcg 
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Appendix 5 
Provantis Date: 07-Dec-2020 12:35 Page: 1 
Individual Pre-Mating Clinical Observations of Females 
20256434 
Day numbers relative to Start Date 
-26 -13 3. 2 8 9 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF 
2 223 Swelling njection site xX 7 
Swelling njection site 2 Xx 
224 Limping Right hindlimb 
Piloerection F 
Swelling. njection site . : : Xx : 
Swelling. njection site 2 : ‘ 7 A : Xx 
225 Limping Right hindlimb 
Swelling. njection site , : Xx ‘ Fs 
Swelling. njection site 2 : A . js ri Xx 
226 Abnormal vocalisation 
Limping Right hindlimb 
Swelling njection site , * x 4 - 
Swelling njection site 2 3 3 $ 3 3 x 
227 Erythema. njection site(s) : xX 3 
Swelling njection site 7 : 7 Xx 7 
Swelling njection site 2 * ‘ 4 % ‘ x 
228 Erythema. Right hindlimb . 7 . Xx 
Erythema njection site(s) : “ Xx 
Localised hairloss Ventral neck region Xx 
Swelling. njection site 1 ' . ‘ Xx ‘5 
Swelling. njection site 2 7 : . : . Xx 
229 Limping Right hindlimb 
Swelling. njection site 1 . : : Xx 7 : 
Swelling. njection site 2 - ‘ - : Xx 
230 Erythema. njection site(s) , : xX : 
Swelling. njection site 1 2 : F Xx : 
Swelling. njection site 2 , Z : : P Xx 
Severity Codes: X = Present; 1 = Slight 
Group 2 - BNT162b1 30mcg 
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Provantis Date: 07-Dec-2020 12:35 Page: 2 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


9 10 AS. 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 
2 £ 223 Swelling. njection site 
Swelling. njection site 2 . . 
224 Limping Right hindlimb Xx x 
Piloerection 1 
Swelling. njection site 
Swelling. njection site 2 . . 
225 Limping Right hindlimb Xx x 
Swelling. njection site 
Swelling. njection site 2 . 
226 Abnormal vocalisation x 
Limping Right hindlimb Xx x 
Swelling. njection site 
Swelling. njection site 2 
227 Erythema. njection site(s) 
Swelling. njection site 
Swelling. njection site 2 
228 Erythema. Right hindlimb 
Erythema. njection site(s) 
Localised hairloss Ventral neck region 
Swelling. njection site 1 
Swelling. njection site 2 7 7 
229 Limping Right hindlimb x x 
Swelling. njection site 1 
Swelling. njection site 2 
230 Erythema. njection site(s) 
Swelling. njection site 1 
Swelling. njection site 2 


Severity Codes: X = Present; 1 = Slight 


Group 2 - BNT162b1 30mcg 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14 


090177e195dde5dd\Approved\Approved On 


Final Report Page 197 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 5 


Provantis Date: 07-Dec-2020 12:35 Page: 3. 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


-26 -13 1 2 8 9 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF 
2 £ 231 Swelling. njection site . . . x . . 
Swelling. njection site 2 : “ 7 A 7 Xx 
232 Limping Right hindlimb . . 3 
Swelling. njection site * . ‘ Xx ‘ ‘ 
Swelling. njection site 2 . : ; : : Xx 
233 Limping Right hindlimb . 
Localised hairloss Dorsal neck region 7 : 5 7 x x 
Swelling. njection site , : , Xx . A 
Swelling. njection site 2 : A . 4 : Xx 
234 Limping Right hindlimb . 
Localised hairloss Dorsal neck region ‘ ‘ 7 - x x 
Swelling. njection site 7 % z Xx 7 ‘ 
Swelling. njection site 2 , ‘ r ‘ 4 Xx 
235 Limping Right hindlimb 
Localised hairloss Dorsal neck region 7 . : 7 7 x 
Swelling. njection site _ ‘ Z Xx ‘ 
Swelling. njection site 2 . : 7 : 7 Xx 
236 Localised hairloss Bac : “ Xx Xx x x 
Swelling. njection site : F : Xx : 
Swelling. njection site 2 ‘ % : * Xx 
237 Limping Right hindlimb . . . 
Swelling. njection site * ‘ * Xx . 
Swelling. njection site 2 : . . , . Xx 
Severity Codes: X = Present; 1 = Slight 
Group 2 - BNT162b1 30mcg 
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07-Dec-2020 12:35 Page: 4 


Group Sex 


Day numbers relative to Start Date 


9 10 
Animal Clinical Sign Site Daily 1 Daily 


njection site 
njection site 2 5 ¢ 
232 Limping Right hindlimb x Xx 
i njection site 
njection site 2 $ é 
233 Limping Right hindlimb x x 
Localised hairloss Dorsal neck region 

njection site 
njection site 2 : . 
234 Limping Right hindlimb x x 
Localised hairloss Dorsal neck region 

njection site 
njection site 2 7 ‘ 
235 Limping Right hindlimb x x 
Localised hairloss Dorsal neck region 

njection site 
njection site 2 
236 Localised hairloss Bac 
njection site 
njection site 2 , : 
237 Limping Right hindlimb x x 
i njection site 
njection site 2 


Severity Codes: 


Present; 


Group 2 - BNT162b1 30mcg 
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Provantis Date: 07-Dec-2020 12:35 Page: 5) 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


-26 -13 1 2 8 9 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF 
2 £ 238 Erythema. Left hindlimb . . . x 
Erythema. njection site(s) : “ Xx 
Limping Right hindlimb . . . 
Swelling. njection site 1 ‘ ‘ xX * ‘ 
Swelling. njection site 2 ; : , : : xX 
239 Desquamation Left hindlimb : ‘ Fs A. 
Erythema. njection site(s) 7 : Xx 
Limping Right hindlimb , 7 ‘ 
Swelling. njection site : A F 4 e 
Swelling. njection site 2 : z : , ; Xx 
240 Desquamation Right hindlimb e : : 1 
Limping Right hindlimb , . és 
Swelling. njection site , ‘ F Xx 5 
Swelling. njection site 2 : a 7 * ‘i Xx 
241 Erythema. Right hindlimb . . 7 x 
Erythema. njection site(s) _ ‘ Xx % 
Swelling. njection site . : 7 Xx . : 
Swelling. njection site 2 : “ : A 7 Xx 
242 Erythema. Left hindlimb . . . x 
Erythema. njection site(s) ‘ . Xx F 
Swelling. njection site : : 7 Xx , : 
Swelling. njection site 2 * ; ‘i - * Xx 
243 Limping Right hindlimb . 7 : 
Swelling. njection site 2 ‘ . Xx . 
Swelling. njection site 2 . 7 : : . Xx 
Severity Codes: X = Present; 1 = Slight 
Group 2 - BNT162b1 30mcg 
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Date: 


Group Sex 


Animal 


Day numbers relative to Start Date 


Clinical Sign 


Page 200 
Test Facility Study No. 20256434 
07-Dec-2020 12:35 Page: 6 
15 


239 


240 


241 


242 


243 


Erythema. 
Erythema. 
Limping 
Swelling. 
Swelling. 
Desquamation 
Erythema. 
Limping 
Swelling. 
Swelling. 
Desquamation 
Limping 
Swelling. 
Swelling. 
Erythema. 
Erythema. 
Swelling. 
Swelling. 
Erythema. 
Erythema. 
Swelling. 
Swelling. 
Limping 
Swelling. 
Swelling. 


Left hindlimb 


Right hindlimb 
njection site 
njection site 
Left hindlimb 


Right hindlimb 
njection site 
njection site 
Right hindlimb 
Right hindlimb 
njection site 
njection site 
Right hindlimb 


njection site 
njection site 
Left hindlimb 


njection site 
njection site 
Right hindlimb 
njection site 
njection site 


njection site(s 


1 
2 


njection site(s 


2 


njection site(s) 


2 


njection site(s) 


2 


) 


) 


Severity Codes: 


Present; 


Group 2 - BNT162b1 30mcg 
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Provantis Date: 07-Dec-2020 12:35 Page: ih 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


-26 -13 1 2 8 9 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF 
2 £ 244 Erythema. Right hindlimb . . . x 
Erythema. njection site(s) : “ Xx A 
Swelling. njection site : F 5 Xx : 
Swelling. njection site 2 * . ‘ F , Xx 
23 Swelling. njection site . : ; Xx : 
Swelling. njection site 2 : ‘ 7 ‘ : Xx 
24 Swelling. njection site . . . x . 
Swelling. njection site 2 , ‘ ‘ : r Xx 
25 Red vaginal discharge : Xx 
Swelling. njection site : : Xx ; A 
Swelling. njection site 2 ‘ ‘4 ‘i - ‘ Xx 
26 Swelling. njection site ‘ . $ x 
27 Swelling. njection site 3 é 3 xX 2 5 
28 Localised hairloss Head : a F x x 
Swelling. njection site 7 . : Xx 
29 Swelling. njection site 7 ‘ ‘ Xx ‘ 
Swelling. njection site 2 . : : : . Xx 
30 Swelling. njection site : “ 7 Xx 
31 Swelling. njection site , F : Xx : 
Swelling. njection site 2 ‘ . , . ‘ Xx 
32 Swelling. njection site xX 
33 Swelling. njection site Xx 
34 Swelling. njection site Xx 
35 Swelling. njection site Xx 
Swelling. njection site 2 : : . : : Xx 
36 Swelling. njection site Xx 
Severity Codes: X = Present; 1 = Slight 
Group 2 - BNT162b1 30mcg 
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Provantis Date: 07-Dec-2020 12:35 Page: 8 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


9 10 15 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 
2 £ 244 Erythema. Right hindlimb 
Erythema. njection site(s) 
Swelling. njection site 
Swelling. njection site 2 
23 Swelling. njection site 
Swelling. njection site 2 
24 Swelling. njection site 
Swelling. njection site 2 
25 Red vaginal discharge 
Swelling. njection site 
Swelling. njection site 2 
26 Swelling. njection site 
27 Swelling. njection site 
28 Localised hairloss Head 2 : xX 
Swelling. njection site 
29 Swelling. njection site 
Swelling. njection site 2 
30 Swelling. njection site 
31 Swelling. njection site 
Swelling. njection site 2 
32 Swelling. njection site 
33 Swelling. njection site 
34 Swelling. njection site 
35 Swelling. njection site 
Swelling. njection site 2 
36 Swelling. njection site 


Severity Codes: X = Present; 1 = Slight 


Group 2 - BNT162b1 30mcg 
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Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


-26 =13 3. 2 8 9 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF 
2 £ 37 Swelling. njection site . . . x . 
Swelling. njection site 2 : “ 7 7 Xx 
38 Swelling. njection site . . 3 x 
39 Swelling. njection site ‘ . ‘ Xx 
40 Swelling. njection site : : : xX : : 
Swelling. njection site 2 : 7 - : Xx 
41 Swelling. njection site . 7 . x 
42 Swelling. njection site Z 5 - xX ‘ £ 
Swelling. njection site 2 . . . . . x 
44 Swelling. njection site . . Xx 
Severity Codes: X = Present; 1 = Slight 
Group 2 - BNT162b1 30mcg 
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Provantis Date: 07-Dec-2020 12:35 Page: 10 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


9 10 15 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 
2 £ 37 Swelling. njection site 
Swelling. njection site 2 
38 Swelling. njection site 
39 Swelling. njection site 
40 Swelling. njection site 
Swelling. njection site 2 
41 Swelling. njection site 
42 Swelling. njection site 
Swelling. njection site 2 
44 Swelling. njection site 


Severity Codes: X = Present; 1 = Slight 


Group 2 - BNT162b1 30mcg 
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Individual Pre-Mating Clinical Observations of Females 


20256434 


=25 1 2 8 9 9 10 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
3 £ 245 Limping Right hindlimb 7 7 ‘ ‘ é x x 
Swelling. njection site : . Xx : 
Swelling. njection site 2 P 2 ‘ P Xx é ‘ 
246 Limping Right hindlimb . . . . . Xx x 
Swelling. njection site z é Xx ‘ 
Swelling. njection site 2 ¢ 3 ‘ 2 Xx 
247 Desquamation Left hindlimb 5 ° 1 r F é 
Limping Right hindlimb . 7 r . . x Xx 
Swelling. njection site : : xX 
Swelling. njection site 2 . . . . x 
248 Swelling. njection site 2 x 
Swelling. njection site 2 é é ‘ é Xx : ‘ 
249 Limping Right hindlimb : 7 ‘ c x x 
Swelling. njection site ‘ F Xx . 
Swelling. njection site 2 ‘ z ‘ z Xx 
250 Erythema. Left hindlimb . 7 x 
Erythema. njection site(s) Fi xX é 
Swelling. njection site : . Xx : 
Swelling. njection site 2 F r é E Xx é ‘ 
251 Limping Right hindlimb . 7 . . . x x 
Swelling. njection site é é Xx é % 
Swelling. njection site 2 % . 7 Xx 7 ; 
252 Limping Right hindlimb 7 c . 7 . x Xx 
Swelling. njection site : 7 xX 
Swelling. njection site 2 , ¢ ‘ ¢ Xx 
253 Swelling. njection site 7 . x 
Swelling. njection site 2 A Z ‘ é Xx 
Severity Codes: X = Present; 1 = Slight 
Group 3 - BNT162b2 30mcg 
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Provantis Date: 19-Oct-2020 17:07 Page: 2 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


15 17 
Group Sex Animal Clinical Sign Site Daily 1 
3 £ 245 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
246 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
247 Desquamation Left hindlimb 
Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
248 Swelling. njection site 
Swelling. njection site 2 
249 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
250 Erythema. Left hindlimb 
Erythema. njection site(s) 
Swelling. njection site 
Swelling. njection site 2 
251 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
252 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
253 Swelling. njection site 
Swelling. njection site 2 


Severity Codes: X = Present; 1 = Slight 


Group 3 - BNT162b2 30mcg 
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Provantis Date: 19-Oct-2020 17:07 Page: 3. 
Individual Pre-Mating Clinical Observations of Females 


20256434 


=25 1 2 8 9 9 10 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
3 £ 254 Swelling. njection site 7 7 x Fs 
Swelling. njection site 2 : . ‘ : Xx 
255 Swelling. njection site 7 7 x : 
Swelling. njection site 2 2 : : : Xx , : 
256 Limping Right hindlimb . é Fs é 7 Xx Xx 
Swelling. njection site ¢ 3 Xx 
Swelling. njection site 2 5 ° ‘ F Xx 
257 Swelling. njection site . 7 Xx . . 
Swelling. njection site 2 A . . Fi Xx . 4 
258 Limping Right hindlimb . . . . : x x 
Swelling. njection site - ; xX 
Swelling. njection site 2 é s ‘ é Xx 
259 Swelling. njection site : 7 x 
Swelling. njection site 2 ‘ 3 s 3 Xx 
260 Swelling. njection site 7 7 x . 
Swelling. njection site 2 2 4 3 2 4 
261 Swelling. njection site : . x ‘ 
Swelling. njection site 2 : . ‘ . Xx . . 
262 Limping Right hindlimb . . 7 E . x Xx 
Swelling. njection site : 3 Xx : 
Swelling. njection site 2 é F ‘ é Xx F ‘ 
263 Limping Right hindlimb 3 7 - 7 : x x 
Swelling. njection site ‘ é Xx 2 ‘ 
Swelling. njection site 2 7 is _ : Xx 
Severity Codes: X = Present; 1 = Slight 
Group 3 - BNT162b2 30mcg 
CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 19-Oct-2020 17:07 Page: 4 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


15 17 
Group Sex Animal Clinical Sign Site Daily 1 

3 £ 254 Swelling. njection site 
Swelling. njection site 2 

255 Swelling. njection site 
Swelling. njection site 2 

256 Limping Right hindlimb 

Swelling. njection site 
Swelling. njection site 2 

257 Swelling. njection site 
Swelling. njection site 2 

258 Limping Right hindlimb 

Swelling. njection site 
Swelling. njection site 2 

259 Swelling. njection site 
Swelling. njection site 2 

260 Swelling. njection site 
Swelling. njection site 2 

261 Swelling. njection site 
Swelling. njection site 2 

262 Limping Right hindlimb 

Swelling. njection site 
Swelling. njection site 2 

263 Limping Right hindlimb 

Swelling. njection site 
Swelling. njection site 2 


Severity Codes: X = Present; 1 = Slight 


Group 3 - BNT162b2 30mcg 
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26 (GMT) 
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Individual Pre-Mating Clinical Observations of Females 


20256434 


=25 1 2 8 9 9 10 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
3 £ 264 Erythema. Right hindlimb 7 Z Xx 
Erythema. njection site(s) : Xx ‘ . : - : 
Limping Right hindlimb 7 7 . 7 r Xx Xx 
Piloerection . 3 : . ; 1 1 
Swelling. njection site 1 . ‘ x ‘ 
Swelling. njection site 2 . . . 7 x 
265 Erythema. Left hindlimb . 7 Xx 
Erythema. Right hindlimb . 7 x 
Erythema. njection site(s) A Xx : f . : 
Limping Right hindlimb . . . . . x x 
Swelling. njection site - 3 xX 
Swelling. njection site 2 é é ‘ s Xx : ‘ 
266 Limping Right hindlimb : 7 ‘ 3 x x 
Swelling. njection site ‘ 3 Xx , 
Swelling. njection site 2 ‘ e ‘ r Xx 
45 Swelling. njection site 2 4 Xx : 
Swelling. njection site 2 ‘ . F é Xx 
46 Swelling. njection site . . x 
Swelling. njection site 2 F , ‘ E Xx 
47 Swelling. njection site . 7 x . 
Swelling. njection site 2 é é ‘ é Xx 
48 Swelling. njection site 3 7 x 
Swelling. njection site 2 ‘ ‘ Fs z xX 
49 Swelling. njection site : 7 xX 
Swelling. njection site 2 , ¢ ‘ é Xx 
50 Swelling. njection site 7 . Xx 
Swelling. njection site 2 A Z ‘ é Xx 
Severity Codes: X = Present; 1 = Slight 
Group 3 - BNT162b2 30mcg 
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26 (GMT) 
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Provantis Date: 19-Oct-2020 17:07 Page: 6 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


15 17 
Group Sex Animal Clinical Sign Site Daily 1 

3 £ 264 Erythema. Right hindlimb 
Erythema. njection site(s) 

Limping Right hindlimb 

Piloerection 

Swelling. njection site 1 
Swelling. njection site 2 

265 Erythema. Left hindlimb 

Erythema. Right hindlimb 
Erythema. njection site(s) 

Limping Right hindlimb 

Swelling. njection site 
Swelling. njection site 2 

266 Limping Right hindlimb 

Swelling. njection site 
Swelling. njection site 2 

45 Swelling. njection site 
Swelling. njection site 2 

46 Swelling. njection site 
Swelling. njection site 2 

47 Swelling. njection site 
Swelling. njection site 2 

48 Swelling. njection site 
Swelling. njection site 2 

49 Swelling. njection site 
Swelling. njection site 2 

50 Swelling. njection site 
Swelling. njection site 2 


Severity Codes: X = Present; 1 = Slight 


Group 3 - BNT162b2 30mcg 


CONFIDENTIAL 


26 (GMT) 
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Provantis 


20256434 


Date: 


Page 211 


Test Facility Study No. 20256434 


19-Oct-2020 


17:07 


Page: 


7 


Group Sex Animal Cc 
3 £ 51 Swe 
Swe 

52 Swe 
Swe 

93 Swe 
Swe 

54 Swe 
Swe 

55 Swe 
Swe 

56 Loca 
Swe 

Swe 

57 Swe 
Swe 

58 Swe 
Swe 

59 Swe 
Swe 

60 Swe 
Swe 

61 Swe 
Swe 

62 Swe 
Swe 

63 Swe 
Swe 


inical Sign 


ing. 
ised hairloss 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 
ing. 


njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
Head 

njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 
njection 


=25 


Daily 1 


10 
Daily 1 


Severity Codes: X = Present; 
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Provantis Date: 19-Oct-2020 17:07 Page: 8 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


15 17 
Group Sex Animal Clinical Sign Site Daily 1 
3 £ 51 Swelling. njection site 
Swelling. njection site 2 
yA Swelling. njection site 
Swelling. njection site 2 
b3 Swelling. njection site 
Swelling. njection site 2 
54 Swelling. njection site 
Swelling. njection site 2 
Do Swelling. njection site 
Swelling. njection site 2 
56 Localised hairloss Head 
Swelling. njection site 
Swelling. njection site 2 
57 Swelling. njection site 
Swelling. njection site 2 
58 Swelling. njection site 
Swelling. njection site 2 
59 Swelling. njection site 
Swelling. njection site 2 
60 Swelling. njection site 
Swelling. njection site 2 
61 Swelling. njection site 
Swelling. njection site 2 
62 Swelling. njection site 
Swelling. njection site 2 
63 Swelling. njection site 
Swelling. njection site 2 


Severity Codes: X = Present; 1 = Slight 


Group 3 - BNT162b2 30mcg 


CONFIDENTIAL 
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Provantis Date: 19-Oct-2020 17:07 Page: 9 
Individual Pre-Mating Clinical Observations of Females 


20256434 


=25 1 2 8 9 9 10 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
3 £ 64 Swelling. Injection site 1 7 7 x x Fs 
Swelling. Injection site 2 . . . . Xx 
65 Chromodacryorrhea Left eye 
Swelling. Injection site 1 x . 
Swelling. Injection site 2 7 x 
66 Swelling. Injection site 1 x . 
Swelling. Injection site 2 Xx 
Severity Codes: X = Present; 1 = Slight 
Group 3 - BNT162b2 30mcg 
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Provantis Date: 19-Oct-2020 17:07 Page: 10 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


15 17 
Group Sex Animal Clinical Sign Site Daily 1 
3 £ 64 Swelling. Injection site 1 . 
Swelling. Injection site 2 x . 
65 Chromodacryorrhea Left eye : xX 
Swelling. Injection site 1 7 
Swelling. Injection site 2 x 
66 Swelling. Injection site 1 
Swelling. Injection site 2 


Severity Codes: X = Present; 1 = Slight 


Group 3 - BNT162b2 30mcg 


CONFIDENTIAL 


26 (GMT) 
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20256434 
Day numbers relative to Start Date 
=2 -1 1 1 1 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF +3h 
4 £ 267 Swelling Injection site 1 
Swelling. Injection site 2 i _ : , 
268 Chromodacryorrhea Right eye Xx xX Xx Xx 
Limping Right hindlimb 
Localised hairloss Head 
Piloerection 
Scab(s). Head 
Swelling. njection site 1 
Swelling. njection site 2 
269 Erythema. Left hindlimb 
Erythema. Right hindlimb 
Erythema. njection site(s) Xx 
Localised hairloss Head xX 
Localised hairloss Thorax 
Localised hairloss Left and right forelimbs 
Localised hairloss Left and right hindlimbs Xx 
Swelling. njection site 1 
Swelling. njection site 2 
270 Limping Right hindlimb 
Localised hairloss Head xX 
Piloerection 
Swelling. njection site 1 
Swelling. njection site 2 
271 Localised hairloss Head 
Swelling. njection site 1 
Swelling. njection site 2 
Severity Codes: X = Present; 1 = Slight; 3 = Marked 


Group 4 - BNT162b3 30mcg 


CONFIDENTIAL 
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Individual Pre-Mating Clinical Observations of Females 


20256434 


Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 


26 (GMT) 


22-Dec-2020 14 


090177e195dde5dd\Approved\Approved On 


4 £ 267 Swelling Injection site 1 

Swelling. Injection site 2 

268 Chromodacryorrhea Right eye . 
Limping Right hindlimb x x 
Localised hairloss Head , é Z ‘ x 
Piloerection 2 3 . 1 
Scab(s). Head ‘ 
Swelling. njection site 1 xX 3 : 
Swelling. njection site 2 5 xX 

269 Erythema. Left hindlimb x 
Erythema. Right hindlimb x 
Erythema. njection site(s) ‘ é é é : 
Localised hairloss Head Xx . if : F x 
Localised hairloss Thorax . Xx Xx 3 ‘ x 
Localised hairloss Left and right forelimbs F Xx xX z ‘ x 
Localised hairloss Left and right hindlimbs xX 
Swelling. njection site 1 xX - , 
Swelling. njection site 2 . - Xx . . 

270 Limping Right hindlimb . Fs . x x 
Localised hairloss Head Xx Xx Xx . : x 
Piloerection ‘ Fs ‘ 1 
Swelling. njection site 1 Xx r 
Swelling. njection site 2 ¢ 2 Xx 2 ‘ ‘ 

271 Localised hairloss Head : , 2 7 xX 
Swelling. njection site 1 Xx é ‘ 
Swelling. njection site 2 - 7 Xx 

Severity Codes: X = Present; 1 = Slight; 3 = Marked 
Group 4 - BNT162b3 30mcg 
CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 07-Dec-2020 12:35 Page: 3. 
Individual Pre-Mating Clinical Observations of Females 
20256434 


Day numbers relative to Start Date 


= =2 -1 1 1 1 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF +3h 
4 £ 272 Swelling. njection site 
Swelling. njection site 2 
273 Erythema. Left hindlimb 7 ‘ 7 
Erythema. njection site(s) 7 7 xX 
Swelling. njection site 
Swelling. njection site 2 
274 Limping Right hindlimb 
Piloerection 
Swelling. njection site 
Swelling. njection site 2 
275 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
276 Swelling. njection site 
Swelling. njection site 2 
278 Limping Right hindlimb 
Piloerection 
Swelling. njection site 
Swelling. njection site 2 
279 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
280 Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
Severity Codes: X = Present; 1 = Slight; 3 = Marked 
Group 4 - BNT162b3 30mcg 
CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 07-Dec-2020 12:35 Page: 4 
Individual Pre-Mating Clinical Observations of Females 


20256434 


2 8 9 9 10 15 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
4 £ 272 Swelling. njection site x ‘ 
Swelling. njection site 2 ‘ . Xx 
273 Erythema. Left hindlimb x 
Erythema. njection site(s) : 
Swelling. njection site Xx ‘ 
Swelling. njection site 2 , F Xx 3 ( 
274 Limping Right hindlimb 7 7 . x x 
Piloerection : : F 1 
Swelling. njection site Xx 
Swelling. njection site 2 . . Xx 3 : 
275 Limping Right hindlimb F : ‘ x x 
Swelling. njection site Xx . $ 
Swelling. njection site 2 ‘ ri Xx 
276 Swelling. njection site x . 
Swelling. njection site 2 F z Xx z ‘ 
278 Limping Right hindlimb . . . x x 
Piloerection , 1 
Swelling. njection site Xx . 
Swelling. njection site 2 % r Xx e ¢ 
279 Limping Right hindlimb . 7 . Xx x 
Swelling. njection site xX é 7 
Swelling. njection site 2 P 3 Xx 7 - 
280 Limping Right hindlimb 7 es . x x 
Swelling. njection site Xx 
Swelling. njection site 2 3 d Xx 
Severity Codes: X = Present; 1 = Slight; 3 = Marked 
Group 4 - BNT162b3 30mcg 
CONFIDENTIAL 


26 (GMT) 
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Individual Pre-Mating Clinical Observations of Females 


20256434 


Group Sex 


Animal 


282 


283 


284 


285 


286 


287 


Severity Codes: X = 


Day numbers relative to Start Date 


Group 4 - BNT162b3 30mcg 


calls =2 -1 1 1 1 
Clinical Sign Site Daily 1 Daily 1 BEF +3h 
Limping Right hindlimb 
Swelling njection site 1 
Swelling njection site 2 
Limping Right hindlimb 
Piloerection 
Swelling. njection site 1 
Swelling. njection site 2 
Erythema. Right hindlimb 
Erythema njection site(s) Xx 
Limping Right hindlimb 
Swelling njection site 
Swelling njection site 2 
Limping Right hindlimb 
Swelling njection site 
Swelling njection site 2 
Limping Right hindlimb 7 
Localised hairloss Right forelimb Xx . ‘ x 
Swelling. njection site 
Swelling. njection site 2 
Limping Right hindlimb 
Piloerection 
Swelling. njection site 
Swelling. njection site 2 
Limping Right hindlimb 
Swelling. njection site 
Swelling. njection site 2 
Present; 1 = Slight; 3 = Marked 
CONFIDENTIAL 


26 (GMT) 
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Individual Pre-Mating Clinical Observations of Females 


20256434 


2 8 9 9 10 15 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
4 £ 281 Limping Right hindlimb Xx x 
Swelling njection site 1 xX 
Swelling njection site 2 xX 
282 Limping Right hindlimb x x 
Piloerection r 3 3 
Swelling. njection site 1 Xx . 
Swelling. njection site 2 ‘ z Xx 
283 Erythema. Right hindlimb x 
Erythema njection site(s) 
Limping Right hindlimb x x 
Swelling njection site x 
Swelling njection site 2 3 . xX . é 
284 Limping Right hindlimb 2 7 : Xx x 
Swelling njection site x 
Swelling njection site 2 Fs Fs xX 3 F 
285 Limping Right hindlimb : . 7 x x 
Localised hairloss Right forelimb Xx Xx Xx ‘ e x 
Swelling. njection site Xx - 
Swelling. njection site 2 % ‘ Xx ; ¢ 
286 Limping Right hindlimb . 7 . Xx Xx 
Piloerection F 3 
Swelling. njection site Xx 
Swelling. njection site 2 ¢ 2 Xx 2 F 
287 Limping Right hindlimb 5 7 - x x 
Swelling. njection site Xx é ‘ 
Swelling. njection site 2 - 7 Xx 
Severity Codes: X = Present; 1 = Slight; 3 = Marked 
Group 4 - BNT162b3 30mcg 
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Individual Pre-Mating Clinical Observations of Females 


20256434 


Day numbers relative to Start Date 


-7 =2 -1 1 1 1 
Daily 1 Daily 1 BEF +3h 


Group Sex Animal Clinical Sign Site 
4 £ 288 Limping Right hindlimb 
Swelling njection site 

Swelling njection site 

67 Swelling njection site 

Swelling njection site 

68 Swelling njection site 

Swelling njection site 

69 Swelling njection site 

Swelling njection site 

70 Swelling njection site 

Swelling njection site 

71 Swelling njection site 

Swelling njection site 

72 Swelling njection site 

Swelling njection site 

73 Swelling njection site 

Swelling njection site 

74 Scab(s). Right hindlimb 

Swelling njection site 

Swelling njection site 

1S: Swelling njection site 

Swelling njection site 

76 Swelling njection site 

Swelling njection site 

wig Swelling njection site 

Swelling njection site 

Severity Codes: X = Present; 1 Slight; 3 = Marked 


Group 4 - BNT162b3 30mcg 
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Individual Pre-Mating Clinical Observations of Females 
20256434 
Day numbers relative to Start Date 
2 8 9 9 10 15 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
4 £ 288 Limping Right hindlimb ‘ é : x x 
Swelling njection site Xx . 
Swelling njection site 2 ‘ é Xx 
67 Swelling njection site x 
Swelling njection site 2 ‘6 é Xx 
68 Swelling njection site Xx 
Swelling njection site 2 ‘ z Xx 
69 Swelling njection site xX 2 
Swelling njection site 2 - . Xx 
70 Swelling njection site xX . ; 
Swelling njection site 2 fs : Xx 
71 Swelling njection site xX . é 
Swelling njection site 2 - ri Xx 
72 Swelling njection site x . 
Swelling njection site 2 ‘ z Xx 
73 Swelling njection site xX 3 
Swelling njection site 2 é é Xx 
74 Scab(s). Right hindlimb < x Xx 
Swelling njection site Xx 
Swelling njection site 2 Z 3 Xx 
45 Swelling njection site xX 6 F 
Swelling njection site 2 7 3 Xx 
76 Swelling njection site Xx 2 
Swelling njection site 2 , : Xx 
vig) Swelling njection site xX F F 
Swelling njection site 2 - 7 Xx 
Severity Codes: X = Present; 1 Slight; 3 = Marked 
Group 4 - BNT162b3 30mcg 
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87 


88 


Severity Codes: X = 


Group 4 - BNT162b3 3 
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20256434 


Day numbers relative to Start Date 


=I; =2 -1 1 1 1 
Clinical Sign Site Daily 1 Daily 1 BEF +3h 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Swelling. njection site 
Swelling. njection site 2 
Present; 1 = Slight; 3 = Marked 
Omcg 
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26 (GMT) 
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Group Sex Animal 


87 


88 


Severity Codes: X = 


Group 4 - BNT162b3 3 


Individual Pre-Mating Clinical Observations of Females 


20256434 


2 8 9 9 10 15 
Clinical Sign Site BEF Daily 1 Daily 1 

Swelling. njection site Xx r 
Swelling. njection site 2 ‘ . Xx 
Swelling. njection site Xx ‘ 
Swelling. njection site 2 : . Xx 
Swelling. njection site Xx ‘ 
Swelling. njection site 2 . F Xx 
Swelling. njection site Xx ‘ 
Swelling. njection site 2 : : Xx 
Swelling. njection site Xx 

Swelling. njection site 2 . . Xx 
Swelling. njection site Xx 

Swelling. njection site 2 4 . Xx 
Swelling. njection site Xx 

Swelling. njection site 2 . 3 Xx 
Swelling. njection site Xx ‘ 
Swelling. njection site 2 2 : Xx 
Swelling. njection site Xx é 
Swelling. njection site 2 : . Xx 
Swelling. njection site Xx ‘ 
Swelling. njection site 2 4 2 Xx 
Swelling. njection site Xx é ‘ 
Swelling. njection site 2 if r Xx 

Present; 1 = Slight; 3 = Marked 
Omcg 
CONFIDENTIAL 


26 (GMT) 
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20256434 


0 0 6 9 9 1:2 
Group Sex Animal Clinical Sign Site Daily 1 BEF BEF 
a £ 202 Malocclusion F $ F 6 xX Xx 
Teeth long Lower tooth/teeth : x 
215 Scab(s). Right forelimb x 
220 Localised hairloss Thorax 
Localised hairloss Left and right forelimbs 
221 Sore(s). Left forelimb 
222 Localised hairloss Left forelimb 
Localised hairloss Right forelimb 
2 Localised hairloss Left and right forelimbs : 
7 Localised hairloss Left forelimb 7 - xX xX 
13 Localised hairloss Left and right forelimbs 
20 Localised hairloss Left and right forelimbs 
Severity Codes: X = Present 
Group 1 - Control Omcg 
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Individual Gestation Clinical Observations 


20256434 


12 15 15 18 18 18 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF Daily 1 
1 £ 202 Malocclusion e xX é $ F Xx 
Teeth long Lower tooth/teeth 
215 Scab(s). Right forelimb F 3 F 
220 Localised hairloss Thorax : . Xx Xx 
Localised hairloss Left and right forelimbs % é xX xX 
221 Sore(s). Left forelimb é x . 
222 Localised hairloss Left forelimb ‘ 2 ‘ r \ x 
Localised hairloss Right forelimb : xX 2 : : x 
2 Localised hairloss Left and right forelimbs . : xX : xX 
7 Localised hairloss Left forelimb xX xX . x 
13 Localised hairloss Left and right forelimbs : > F xX 
20 Localised hairloss Left and right forelimbs 3 . xX . xX 
Severity Codes: X = Present 
Group 1 - Control Omcg 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report Page 227 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 6 


Provantis Date: 20-Oct-2020 9:26 Page: 3. 
Individual Gestation Clinical Observations 
20256434 


Day numbers relative to Mating Date 


21 21 
Group Sex Animal Clinical Sign Site BEF 
1 £ 202 Malocclusion x 
Teeth long Lower tooth/teeth 
215 Scab(s). Right forelimb 
220 Localised hairloss Thorax xX 
Localised hairloss Left and right forelimbs xX 
221 Sore(s). Left forelimb 
222 Localised hairloss Left forelimb xX 
Localised hairloss Right forelimb xX 
2 Localised hairloss Left and right forelimbs xX 
7 Localised hairloss Left forelimb : xX 
13 Localised hairloss Left and right forelimbs xX 
20 Localised hairloss Left and right forelimbs xX 
Severity Codes: X = Present 
Group 1 - Control Omcg 
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Provantis 


Individual Gestation Clinical Observations 


20256434 


Date: 


Page 228 


Test Facility Study No. 20256434 


20-Oct-2020 


Page: 


1 


Group Sex Animal 


2 £ 230 Swel 
232 Swel 
233 Loca 
234 Loca 
235 Loca 
236 Loca 

Loca 
237 Loca 
Loca 
238 Swel 
241 Loca 
244 Red 
28 Loca 
29 Swel 
31 Scab 
36 Loca 
Loca 
Loca 
Loca 
Scab 
38 Swel 
40 Loca 
Loca 


ised 


hair 


stained fur 


hair 


hair 
hair 
hair 
hair 


hair 
hair 


Clinical Sign 


oss 


oss 


oss 
oss 
oss 
oss 


oss 
oss 


Injection site 2 
Injection site 1 
Dorsal neck region 
Dorsal neck region 
Dorsal neck region 
Back 

Left forelimb 

Head 

Left and right forelimbs 
njection site 1 
Back 

Dorsal neck region 
Head 

njection site 2 
Clipped area 
Thorax 

Abdomen 

Left forelimb 
Right forelimb 
Left forelimb 
njection site 2 
Abdomen 

Left and right forelimbs 


x x MX 


Severity Codes: X = Present 


Group 2 - BNT162b1 30mcg 
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Individual Gestation Clinical Observations 


20256434 


9 12 12 15 15 18 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 Daily 1 
2 £ 230 Swelling. Injection site 2 7 7 ‘ 
232 Swelling. Injection site 1 . . x 
233 Localised hairloss Dorsal neck region P r % e é 
234 Localised hairloss Dorsal neck region : : xX : xX xX 
235 Localised hairloss Dorsal neck region xX é 5 
236 Localised hairloss Back : xX : Xx 
Localised hairloss Left forelimb $ : $ 
237 Localised hairloss Head 3 : 4 Xx 
Localised hairloss Left and right forelimbs f . 
238 Swelling. njection site 1 : . x 
241 Localised hairloss Back 
244 Red stained fur Dorsal neck region 3 xX 
28 Localised hairloss Head 
29 Swelling. njection site 2 
31 Scab(s). Clipped area 
36 Localised hairloss Thorax 
Localised hairloss Abdomen 
Localised hairloss Left forelimb 
Localised hairloss Right forelimb 
Scab(s). Left forelimb 
38 Swelling. njection site 2 r F Z é ‘ 
40 Localised hairloss Abdomen i xX c 7 xX 
Localised hairloss Left and right forelimbs ‘ F F : x 


Severity Codes: X = Present 


Group 2 - BNT162b1 30mcg 


CONFIDENTIAL 
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Provantis Date: 


Individual Gestation Clinical Observations 


20256434 


20-Oct-2020 


9: 


26 


Page: 


3 


Day numbers relative to Mating Date 


18 21 
Group Sex Animal Clinical Sign Site BEF 
2 £ 230 Swelling. Injection site 2 Xx 
232 Swelling. Injection site 1 
233 Localised hairloss Dorsal neck region 
234 Localised hairloss Dorsal neck region xX 
235 Localised hairloss Dorsal neck region 
236 Localised hairloss Back . 
Localised hairloss Left forelimb Xx Xx 
237 Localised hairloss Head 
Localised hairloss Left and right forelimbs Xx 
238 Swelling. njection site 1 
241 Localised hairloss Back 
244 Red stained fur Dorsal neck region 
28 Localised hairloss Head 
29 Swelling. njection site 2 Xx 
31 Scab(s). Clipped area Xx 
36 Localised hairloss Thorax Xx 
Localised hairloss Abdomen Xx 
Localised hairloss Left forelimb Xx 
Localised hairloss Right forelimb Xx 
Scab(s). Left forelimb x 
38 Swelling. njection site 2 ys Xx 
40 Localised hairloss Abdomen Xx 
Localised hairloss Left and right forelimbs Xx Xx 
Severity Codes: X = Present 
Group 2 - BNT162b1 30mcg 
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20256434 


6 9 9 12 2 
Group Sex Animal Clinical Sign Site BEF BEF 
3 251 Red stained fur Dorsal neck region xX xX xX 
253 Swelling. Left hindlimb x 
Swelling. njection site 2 
255 Swelling. njection site 2 
256 Localised hairloss Back Fi , 
Localised hairloss Left and right forelimbs Xx Xx Xx 
Swelling. njection site 2 Z 
259 Swelling. Left hindlimb xX 
260 Localised hairloss Thorax 
Localised hairloss Left and right forelimbs 
261 Swelling. Left hindlimb x 
Swelling. njection site 2 
263 Pup(s) - Cold to touch Pup 
264 Swelling. njection site 2 
265 Swelling. njection site 1 
47 Swelling njection site 2 
49 Swelling njection site 2 F $ 
53 Localised hairloss Dorsal neck region xX xX 
Scab(s). Clipped area 
54 Localised hairloss Left and right forelimbs 2 . 
55 Localised hairloss Left and right hindlimbs xX xX xX 
57 Localised hairloss Left and right hindlimbs xX 
58 Localised hairloss Left and right hindlimbs xX 
61 Localised hairloss Left and right forelimbs 
62 Localised hairloss Left and right forelimbs 
63 Swelling. njection site 2 
64 Localised hairloss Left and right hindlimbs xX 
Severity Codes: X Present 
Group 3 - BNT162b2 30mcg 
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12 15 15 18 18 21 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF Daily 1 
3 £ 251 Red stained fur Dorsal neck region 
253 Swelling. Left hindlimb 
Swelling. njection site 2 
255 Swelling. njection site 2 . 
256 Localised hairloss Back ‘ rs Xx 
Localised hairloss Left and right forelimbs Xx Xx x 
Swelling. njection site 2 Xx 
259 Swelling. Left hindlimb : 
260 Localised hairloss Thorax xX Xx Xx 
Localised hairloss Left and right forelimbs Xx Xx x 
261 Swelling. Left hindlimb 
Swelling. njection site 2 $ 
263 Pup(s) - Cold to touch Pup Xx 
264 Swelling. njection site 2 
265 Swelling. njection site 1 x 7 
47 Swelling njection site 2 x 
49 Swelling njection site 2 é F % x 
53 Localised hairloss Dorsal neck region xX xX x x 
Scab(s). Clipped area ‘ x 
54 Localised hairloss Left and right forelimbs , Xx x 
55 Localised hairloss Left and right hindlimbs xX 
57 Localised hairloss Left and right hindlimbs 
58 Localised hairloss Left and right hindlimbs 
61 Localised hairloss Left and right forelimbs Xx 
62 Localised hairloss Left and right forelimbs Xx 
63 Swelling. njection site 2 x 
64 Localised hairloss Left and right hindlimbs 
Severity Codes: X = Present 
Group 3 - BNT162b2 30mcg 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report Page 233 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 6 
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Individual Gestation Clinical Observations 
20256434 


Day numbers relative to Mating Date 


21 
Group Sex Animal Clinical Sign Site BEF 
3 £ 251 Red stained fur Dorsal neck region 
253 Swelling. Left hindlimb 
Swelling. njection site 2 xX 
255 Swelling. njection site 2 xX 
256 Localised hairloss Back 
Localised hairloss Left and right forelimbs 
Swelling. njection site 2 
259 Swelling. Left hindlimb 
260 Localised hairloss Thorax 
Localised hairloss Left and right forelimbs 
261 Swelling. Left hindlimb 
Swelling. njection site 2 xX 
263 Pup(s) - Cold to touch Pup 
264 Swelling. njection site 2 xX 
265 Swelling. njection site 1 
47 Swelling. njection site 2 
49 Swelling. njection site 2 
53 Localised hairloss Dorsal neck region 
Scab(s). Clipped area 
54 Localised hairloss Left and right forelimbs 
ie) Localised hairloss Left and right hindlimbs 
57 Localised hairloss Left and right hindlimbs 
58 Localised hairloss Left and right hindlimbs 
61 Localised hairloss Left and right forelimbs 
62 Localised hairloss Left and right forelimbs 
63 Swelling. njection site 2 
64 Localised hairloss Left and right hindlimbs 
Severity Codes: X = Present 
Group 3 - BNT162b2 30mcg 
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Provantis 


Individual Gestation Clinical Observations 


20256434 


Group Sex Animal Clinical Sign 


3 £ 65 Localised hairloss 
Localised hairloss 
Localised hairloss 
Scab(s). 


Left and right forelimbs 
Right hindlimb 


Page 234 
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9 9 12 2 
BEF BEF 
x 
x 
x 
x 


Severity Codes: X = Present 


Group 3 - BNT162b2 30mcg 
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Individual Gestation Clinical Observations 


20256434 


12 15 15 18 18 21 

Group Sex Animal Clinical Sign Site Daily 1 Daily 1 BEF Daily 1 
3 £ 65 Localised hairloss Thorax xX xX 6 x é xX 
Localised hairloss Abdomen xX xX : xX . xX 
Localised hairloss Left and right forelimbs xX xX F xX é x 


Scab(s). Right hindlimb 


Severity Codes: X = Present 


Group 3 - BNT162b2 30mcg 
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Group Sex Animal 


Day numbers relative to Mating Date 
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21 
BEF 


Severity Codes: X = Present 


Group 3 - BNT162b2 30mcg 


Clinical Sign Site 
Localised hairloss Thorax 
Localised hairloss Abdomen 
Localised hairloss Left and right forelimbs 
Scab(s). Right hindlimb 
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Individual Gestation Clinical Observations 


20256434 


0 0 6 9 9 1:2 
Group Sex Animal Clinical Sign Site Daily 1 BEF Daily 1 
4 £ 267 Swelling. Left hindlimb 
Swelling. njection site 2 : ; . : 
268 Localised hairloss Head xX F xX . xX 
Swelling. Left hindlimb . F 
269 Localised hairloss Head , xX xX : 
Localised hairloss Thorax : xX xX xX x 
Localised hairloss Back : 
Localised hairloss Abdomen : : 3 xX x 
Localised hairloss Left and right forelimbs f Xx Xx Xx x 
270 Localised hairloss Head F xX xX xX xX 
272 Swelling. Left hindlimb x 
274 Swelling. Left hindlimb 
276 Swelling. Left hindlimb 
Swelling. njection site 2 
278 Swelling. Left hindlimb 
Swelling. njection site 2 
27:9 Scab(s). Clipped area e ‘ r é ‘ 
280 Swelling. Left hindlimb . . . . . Xx 
281 Swelling. Left hindlimb . . . 7 . x 
282 Piloerection 
Swelling. njection site 1 
284 Swelling. njection site 1 r 
285 Localised hairloss Right forelimb xX 
Swelling. Left hindlimb 
286 Swelling. Left hindlimb 
287 Swelling. njection site l 5 - 5 - : , 
288 Swelling. Left hindlimb . . % . . x 
Severity Codes: X = Present; 3 = Marked 
Group 4 - BNT162b3 30mcg 
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Date: 20-Oct-2020 9:27 Page: 2 


Group Sex 


Animal 


Clinical Sign 


ised hairloss 


ised hairloss 
ised hairloss 
ised hairloss 
ised hairloss 
ised hairloss 
ised hairloss 


ing. 


Piloerection 


ing. 
ing. 
ised hairloss 
ing. 


Left hindlimb 
njection site 
Head 

Left hindlimb 
Head 

Thorax 

Back 

Abdomen 

Left and right 
Head 

Left hindlimb 
Left hindlimb 
Left hindlimb 
njection site 
Left hindlimb 
njection site 
Clipped area 
Left hindlimb 
Left hindlimb 


njection site 
njection site 
Right forelimb 
Left hindlimb 
Left hindlimb 
njection site 
Left hindlimb 


forelimbs 


hb 


xx 


xx 


Severity Codes: X = 


Present; 


Group 4 - BNT162b3 30mcg 


3 = Marked 
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Provantis 


20256434 


Date: 


Day numbers relative to Mating Date 


linical Sign 


Group Sex Animal Cc 
4 £ 267 Swe 
Swe 

268 Loc 
Swe 

269 Loc 
Loc 

Loc 

Loc 

Loc 

270 Loc 
272 Swe 
274 Swe 
276 Swe 
Swe 

278 Swe 
Swe 

279 Sca 
280 Swe 
281 Swe 
282 Pil 
Swe 

284 Swe 
285 Loc 
Swe 

286 Swe 
287 Swe 
288 Swe 


alised hairloss 


alised hairloss 
alised hairloss 
alised hairloss 
alised hairloss 
alised hairloss 
alised hairloss 


ing. 

ing. 
oerection 

ing. 

ing. 

alised hairloss 
ing. 

ing. 

ing. 

ing. 


Left hindlimb 


Head 

Left hindlimb 
Head 

Thorax 

Back 

Abdomen 


Head 

Left hindlimb 
Left hindlimb 
Left hindlimb 


Left hindlimb 
Clipped area 

Left hindlimb 
Left hindlimb 
njection site 
Right forelimb 


Left hindlimb 
Left hindlimb 


Left hindlimb 


njection site 2 


Left and right forelimbs 


njection site 2 


njection site 2 


hb 


njection site 1 


njection site 1 


x MM OO 
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21 
Daily 1 
3 


Severity Codes: X = Present; 3 = Marked 


Group 4 - BNT162b3 30mcg 
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20256434 


0 0 6 9 9 12 
Group Sex Animal Clinical Sign Site Daily 1 BEF Daily 1 
4 £ 67 Localised hairloss Left and right hindlimbs ; ‘ xX 
69 Swelling. njection site 2 
70 Swelling. njection site 2 
72 Scab(s). Right hindlimb . 3 
Swelling. njection site 1 e é é é r Xx 
74 Localised hairloss Left and right hindlimbs : : xX 
eli Localised hairloss Abdomen 
Localised hairloss Left and right forelimbs : : 
Localised hairloss Left and right hindlimbs 4 : xX 
78 Localised hairloss Back 
Localised hairloss Left and right forelimbs ‘ ; 
82 Localised hairloss Left and right hindlimbs : . xX 
83 Swelling. njection site 2 
84 Swelling. njection site 2 
86 Swelling. njection site 2 
Severity Codes: X = Present; 3 = Marked 
Group 4 - BNT162b3 30mcg 
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12 12 15 15 18 18 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 BEF Daily 1 
4 £ 67 Localised hairloss Left and right hindlimbs 

69 Swelling. njection site 2 

70 Swelling. njection site 2 7 r : . 

72 Scab(s). Right hindlimb : : ; xX 
Swelling. njection site 1 

74 Localised hairloss Left and right hindlimbs : : : : 

eli Localised hairloss Abdomen Fi : P xX xX 
Localised hairloss Left and right forelimbs : : 3 Xx x 
Localised hairloss Left and right hindlimbs 

78 Localised hairloss Back . 2 7 $ xX 
Localised hairloss Left and right forelimbs ‘ ; ‘ Xx x 

82 Localised hairloss Left and right hindlimbs 

83 Swelling. njection site 2 

84 Swelling. njection site 2 

86 Swelling. njection site 2 

Severity Codes: X = Present; 3 = Marked 
Group 4 - BNT162b3 30mcg 
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20256434 


Day numbers relative to Mating Date 


21 21 21 
Group Sex Animal Clinical Sign Site BEF Daily 1 
4 £ 67 Localised hairloss Left and right hindlimbs 
69 Swelling. njection site 2 x 
70 Swelling. njection site 2 xX 
72 Scab(s). Right hindlimb 
Swelling. njection site 1 
74 Localised hairloss Left and right hindlimbs 7 
77 Localised hairloss Abdomen xX 
Localised hairloss Left and right forelimbs xX 
Localised hairloss Left and right hindlimbs 
78 Localised hairloss Back xX 
Localised hairloss Left and right forelimbs xX 
82 Localised hairloss Left and right hindlimbs 
83 Swelling. njection site 2 xX 
84 Swelling. njection site 2 xX 
86 Swelling. njection site 2 xX 


Severity Codes: X = Present; 3 = Marked 


Group 4 - BNT162b3 30mcg 
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Individual Lactation Clinical Observations 
20256434 
Day numbers relative to Litter Date 
1 4 4 7 8 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 Daily 1 
a: £ 202 Malocclusion xX : xX xX 
Teeth cut Lower tooth/teeth xX ‘ : 
204 Localised hairloss Left forelimb : Xx 7 Xx 
206 Pup(s) - Haematoma (s) Male ‘ : ‘ Ay TT 
208 Pup(s) - Haematoma (s) Male H 
210 Scab(s). Abdomen 7 xX 
214 Localised hairloss Left and right forelimbs 
215 Localised hairloss Left and right forelimbs 
odule(s). ose 
Swelling. Muzzle 
220 Localised hairloss Thorax xX Xx Xx 
Localised hairloss Left and right forelimbs Xx Xx Xx 
Pup(s) -Incomplete hair growth 2 Males 
Pup(s) -Incomplete hair growth 2 Females 
Pup(s) -Incomplete hair growth All Pups 
221 Scab(s). Abdomen 
Scab(s). Left hindlimb 
Scab(s). Clipped area Xx 
Sore (s) Abdomen 7 
222 Localised hairloss Left forelimb Xx Xx Xx 
Localised hairloss Right forelimb xX xX Xx 
Localised hairloss Whole body 
Pup(s) -Incomplete hair growth All Pups 
Severity Codes: X = Present; 1 = Slight; H = Head; Thorax/Abdomen 
Group 1 - Control Omcg 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 


Page 244 
. 20256434 


Sponsor Reference No. RN9391R58 Test Facility Study No 
Appendix 7 
Provantis Date: 20-Oct-2020 9:29 Page: 
Individual Lactation Clinical Observations 
20256434 
Day numbers relative to Litter Date 
9 10 10 10 11 
Group Sex Animal Clinical Sign Site Daily 1 BEF Daily 1 BEF 
1 £ 202 Malocclusion x 
Teeth cut Lower tooth/teeth : 
204 Localised hairloss Left forelimb . Xx 7 7 
206 Pup(s) - Haematoma (s) Male Tt T ‘ % Ts 
208 Pup(s) - Haematoma (s) Male 
210 Scab(s). Abdomen 
214 Localised hairloss Left and right forelimbs 7 7 : 
215 Localised hairloss Left and right forelimbs xX 5 , xX 
odule(s). ose ‘ 4 ; 
Swelling. Muzzle x ‘ . Xx 
220 Localised hairloss Thorax Xx 
Localised hairloss Left and right forelimbs ‘ Xx 
Pup(s) -Incomplete hair growth 2 Males xX xX x 
Pup(s) -Incomplete hair growth 2 Females Xx xX x 
Pup(s) -Incomplete hair growth All Pups 
221 Scab(s). Abdomen 
Scab(s). Left hindlimb : . 
Scab(s). Clipped area F - xX 
Sore (s) Abdomen 
222 Localised hairloss Left forelimb 
Localised hairloss Right forelimb 7 : 
Localised hairloss Whole body : F xX 
Pup(s) -Incomplete hair growth All Pups 
Severity Codes: X = Present; 1 = Slight; H = Head; T = Thorax/Abdomen 
Group 1 - Control Omcg 
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12 13 13 13 14 
Group Sex Animal Clinical Sign Site BEF BEF Veto 1 
a £ 202 Malocclusion 
Teeth cut Lower tooth/teeth ‘ 
204 Localised hairloss Left forelimb 7 : : 7 Xx 
206 Pup(s) - Haematoma(s) Male 
208 Pup(s) - Haematoma(s) Male 
210 Scab(s). Abdomen 
214 Localised hairloss Left and right forelimbs 
215 Localised hairloss Left and right forelimbs 
odule(s). ose 
Swelling. Muzzle . . . a 
220 Localised hairloss Thorax ‘ r - ‘ xX 
Localised hairloss Left and right forelimbs ‘ % : m x 
Pup(s) -Incomplete hair growth 2 Males 
Pup(s) -Incomplete hair growth 2 Females : . 7 - 
Pup(s) -Incomplete hair growth All Pups x : xX : x 
221 Scab(s). Abdomen 
Scab(s). Left hindlimb : . : : 
Scab(s). Clipped area : , , - x 
Sore (s) Abdomen : 7 : 1 
222 Localised hairloss Left forelimb 
Localised hairloss Right forelimb 
Localised hairloss Whole body : 
Pup(s) -Incomplete hair growth All Pups . x 
Severity Codes: X = Present; 1 = Slight; H = Head; T = Thorax/Abdomen 


Group 1 - Control Omcg 
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14 14 15 15 16 
Group Sex Animal Clinical Sign Site BEF Daily 1 Daily 1 
a: £ 202 Malocclusion : xX 
Teeth cut Lower tooth/teeth 
204 Localised hairloss Left forelimb 
206 Pup(s) - Haematoma(s) Male 
208 Pup(s) - Haematoma(s) Male 
210 Scab(s). Abdomen 
214 Localised hairloss Left and right forelimbs 
215 Localised hairloss Left and right forelimbs xX 
odule(s). ose 
Swelling. Muzzle 
220 Localised hairloss Thorax 
Localised hairloss Left and right forelimbs 
Pup(s) -Incomplete hair growth 2 Males 
Pup(s) -Incomplete hair growth 2 Females : . . . 
Pup(s) -Incomplete hair growth All Pups . : . x x 
221 Scab(s). Abdomen 
Scab(s). Left hindlimb 
Scab(s). Clipped area 
Sore (s) Abdomen 
222 Localised hairloss Left forelimb 
Localised hairloss Right forelimb 7 
Localised hairloss Whole body : xX - 
Pup(s) -Incomplete hair growth All Pups : xX xX . x 
Severity Codes: X = Present; 1 = Slight; H = Head; T = Thorax/Abdomen 


Group 1 - Control Omcg 
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Individual Lactation Clinical Observations 


20256434 


16 17 17 18 19 
Group Sex Animal Clinical Sign Site Veto 1 Daily 1 Daily 1 
a: £ 202 Malocclusion : : xX 
Teeth cut Lower tooth/teeth 
204 Localised hairloss Left forelimb : xX 
206 Pup(s) - Haematoma(s) Male 
208 Pup(s) - Haematoma(s) Male 
210 Scab(s). Abdomen 
214 Localised hairloss Left and right forelimbs 
215 Localised hairloss Left and right forelimbs , xX 
odule(s). ose 
Swelling. Muzzle . 
220 Localised hairloss Thorax ‘ Xx 
Localised hairloss Left and right forelimbs ‘ xX 
Pup(s) -Incomplete hair growth 2 Males 
Pup(s) -Incomplete hair growth 2 Females : 
Pup(s) -Incomplete hair growth All Pups . x 
221 Scab(s). Abdomen , ‘ Xx 
Scab(s). Left hindlimb ; . x 
Scab(s). Clipped area : - Xx 
Sore (s) Abdomen al 
222 Localised hairloss Left forelimb 
Localised hairloss Right forelimb 7 : 
Localised hairloss Whole body : F Xx - 
Pup(s) -Incomplete hair growth All Pups : : xX x x 
Severity Codes: X = Present; 1 = Slight; H = Head; T = Thorax/Abdomen 
Group 1 - Control Omcg 
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Page 248 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Provantis Date: 20-Oct-2020 9:29 Page: 6 
Individual Lactation Clinical Observations 
20256434 
Day numbers relative to Litter Date 
20 20 21 21 
Group Sex Animal Clinical Sign Site Veto 1 Daily 1 
1 £ 202 Malocclusion x 
Teeth cut Lower tooth/teeth 
204 Localised hairloss Left forelimb xX 
206 Pup(s) - Haematoma(s) Male 
208 Pup(s) - Haematoma (s) Male 
210 Scab(s). Abdomen : 3 
214 Localised hairloss Left and right forelimbs ‘ r xX 
215 Localised hairloss Left and right forelimbs Xx 
odule(s). ose xX 
Swelling. Muzzle 
220 Localised hairloss Thorax F : Xx 
Localised hairloss Left and right forelimbs 3 - xX 
Pup(s) -Incomplete hair growth 2 Males 
Pup(s) -Incomplete hair growth 2 Females 
Pup(s) -Incomplete hair growth All Pups 
221 Scab(s). Abdomen xX 
Scab(s). Left hindlimb x 
Scab(s). Clipped area , Xx 
Sore (s) Abdomen 1 
222 Localised hairloss Left forelimb 
Localised hairloss Right forelimb 
Localised hairloss Whole body : xX 
Pup(s) -Incomplete hair growth All Pups Xx 
y Codes: X = Present; 1 = Slight; = Head; Thorax/Abdomen 
- Control Omcg 
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Provantis 


Individual Lactation Clinical Observations 


20256434 


Date: 


Group Sex Animal 


Scab(s). 


227 Pup(s) - Cyanotic 


228 Pup(s) -Incomp 


ete hair growth 


3 Females 
All Pups 
Female 
Female 
Dorsal neck region 


Left forelimb 
Left and right eyes 


Left and right forelimbs 

All Pups 

Female 

Abdomen 

Female : 
Pup B 
Female : 
Pup x 


Pup x 


xx RK MM 
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2 3 3 
Daily 1 
B B 
x x 


( 

Pup(s) -Incomplete hair growth 
230 Pup(s) - Red ocular mucous mem 
231 Pup(s) - Lacrimation 
234 Localised hairloss 
236 Hunched gait 

Localised hairloss 

Partly closed eye(s) 

Piloerection 

UNPLANNED TERMINAL SACRIFICE 
2341, Localised hairloss 

Pup(s) -Incomplete hair growth 
238 Pup(s) - Chromodacryorrhea 
239 Localised hairloss 
240 Pup(s) - Haematoma (s) 

Pup(s) - Haematoma (s) 
244 Pup(s) - Weak 

Pup(s) - Weak 

Severity Codes: X = Present; 1 = Slight; L= 


Group 2 - BNT162b1 30mcg 


Left eye; B = Both; B = Back/Neck 
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Provantis Date: 


Individual Lactation Clinical Observations 


20256434 


Group Sex Animal 


2 £ 224 Scab(s). 
227 Pup(s) - Cyanotic 
228 Pup(s) -Incomplete hair growth 


( 
Pup(s) -Incomplete hair growth 
230 Pup(s) - Red ocular mucous mem 
231 Pup(s) - Lacrimation 
234 Localised hairloss 


236 Hunched gait 
Localised hairloss 
Partly closed eye(s) 


Pup 

3 Females 

All Pups 

Female 

Female : 
Dorsal neck region xX 


Left forelimb 
Left and right eyes 


Left and right forelimbs 3 xX 
All Pups 

Female 

Abdomen . 

Female B 

Pup : 

Female xX 

Pup 
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5 q 10 
Daily 1 Daily 1 
x 
x x 
x 
x 


Piloerection 

UNPLANNED TERMINAL SACRIFICE 
2341, Localised hairloss 

Pup(s) -Incomplete hair growth 
238 Pup(s) - Chromodacryorrhea 
239 Localised hairloss 
240 Pup(s) - Haematoma (s) 

Pup(s) - Haematoma (s) 
244 Pup(s) - Weak 

Pup(s) - Weak 

Severity Codes: X = Present; 1 = Slight; L= 


Group 2 - BNT162b1 30mcg 


Left eye; B = Both; B = Back/Neck 
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Provantis 


Individual Lactation Clinical Observations 


20256434 


Group Sex Animal 


2 £ 224 Scab(s). 


227 Pup(s) - Cyanotic 


228 Pup(s) -Incomp 


ete hair growth 


( 
Pup(s) -Incomplete hair growth 
230 Pup(s) - Red ocular mucous mem 
231 Pup(s) - Lacrimation 
234 Localised hairloss 


236 Hunched gait 
Localised hair 


oss 


Partly closed eye(s) 


Pup 

3 Females 

All Pups 

Female 

Female 

Dorsal neck region 


Left forelimb 
Left and right eyes 


Left and right forelimbs 
All Pups 

Female 

Abdomen 

Female 

Pup 

Female 

Pup 
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Date: 20-Oct-2020 9:29 Page: 3. 
11 12 12 13 
BEF BEF BEF 
x x x 
x x 


Piloerection 

UNPLANNED TERMINAL SACRIFICE 
2341, Localised hairloss 

Pup(s) -Incomplete hair growth 
238 Pup(s) - Chromodacryorrhea 
239 Localised hairloss 
240 Pup(s) - Haematoma (s) 

Pup(s) - Haematoma (s) 
244 Pup(s) - Weak 

Pup(s) - Weak 

Severity Codes: X = Present; 1 = Slight; L= 


Group 2 - BNT162b1 30mcg 


CONFIDENTIAL 
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Provantis 


Individual Lactation Clinical Observations 


20256434 
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20-Oct-2020 9:29 Page: 


Group Sex Animal 


237 
238 
239 
240 


244 


Scab(s). 


Pup(s) - Cyanotic 


Pup(s) -Incomp 
Pup(s) -Incomp 
Pup ( 

( 


ete hair growth 
ete hair growth 


s) - Red ocular mucous mem 


Pup(s) - Lacrimation 


Localised hair 
Hunched gait 
Localised hair 


Piloerection 

UNPLANNED TERM 
Localised hair 
Pup(s) -Incomp 


oss 


oss 


Partly closed eye(s) 


NAL SACRIFICE 
oss 
ete hair growth 


Pup 

3 Females 

All Pups 

Female 

Female 

Dorsal neck region 


Left forelimb 
Left and right eyes 


Left and right forelimbs 
All Pups 

Female 

Abdomen 

Female 

Pup 

Female 

Pup 


a5: 15 16 
Daily 1 
x x 
x 


Severity Codes: X = 


Pup(s) - Chromodacryorrhea 
Localised hairloss 
Pup(s) - Haematoma (s) 
Pup(s) - Haematoma (s) 
Pup(s) - Weak 
Pup(s) - Weak 
Present; 1 = Slight; L. = 


Group 2 - BNT162b1 30mcg 


CONFIDENTIAL 


= Back/Neck 
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17 18 18 
Daily 1 Daily 1 
x 
x 
x 
x x 
x 


Provantis 
Individual Lactation Clinical Observations 
20256434 
Day numbers relative to Litter Date 
16 17 
Group Sex Animal Clinical Sign Site Daily 1 
2 asd 224 Scab(s). Back 
227 Pup(s) - Cyanotic Pup 
228 Pup(s) -Incomplete hair growth 3 Females 7 
Pup(s) -Incomplete hair growth All Pups x 
230 Pup(s) - Red ocular mucous mem Female 
231 Pup(s) - Lacrimation Female 
234 Localised hairloss Dorsal neck region 3 xX 
236 Hunched gait 
Localised hairloss Left forelimb 
Partly closed eye(s) Left and right eyes 
Piloerection 
UNPLANNED TERMINAL SACRIFICE 
2341, Localised hairloss Left and right forelimbs 
Pup(s) -Incomplete hair growth All Pups x 
238 Pup(s) - Chromodacryorrhea Female 
239 Localised hairloss Abdomen 
240 Pup(s) - Haematoma(s) Female 
Pup(s) - Haematoma (s) Pup 
244 Pup(s) - Weak Female 
Pup(s) - Weak Pup 
Severity Codes: X = Present; 1 = Slight; L = Left eye; B = Both; B = Back/Neck 
Group 2 - BNT162b1 30mcg 
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Appendix 7 
Provantis Date: 20-Oct-2020 9:29 Page: 6 
Individual Lactation Clinical Observations 
20256434 
Day numbers relative to Litter Date 
19 21 21 
Group Sex Animal Clinical Sign Site Daily 1 
2 £ 224 Scab(s). Back xX 
227 Pup(s) - Cyanotic Pup 
228 Pup(s) -Incomplete hair growth 3 Females 
Pup(s) -Incomplete hair growth All Pups 
230 Pup(s) - Red ocular mucous mem Female L 
231 Pup(s) - Lacrimation Female B 
234 Localised hairloss Dorsal neck region Xx 
236 Hunched gait 
Localised hairloss Left forelimb 
Partly closed eye(s) Left and right eyes 
Piloerection 
UNPLANNED TERMINAL SACRIFICE . 
237 Localised hairloss Left and right forelimbs ‘ xX 
Pup(s) -Incomplete hair growth All Pups Xx 
238 Pup(s) - Chromodacryorrhea Female L 
239 Localised hairloss Abdomen 
240 Pup(s) - Haematoma(s) Female 
Pup(s) - Haematoma (s) Pup 
244 Pup(s) - Weak Female 
Pup(s) - Weak Pup 
Severity Codes: X = Present; 1 = Slight; L = Left eye; B = Both; B = Back/Neck 
Group 2 - BNT162b1 30mcg 
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26 (GMT) 
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Individual Lactation Clinical Observations 


Provantis 


20256434 


Date: 


Group Sex Animal 


3 £ 245 Localised hairloss 
Pup(s) -Incomplete hair growth 
247 Pup(s) - Pale 
248 Pup(s) - Haematoma (s) 
251. Pup(s) - Weak 
Pup(s) - Weak 
253 Scab(s). 
Scab(s). 
256 Localised hairloss 


Localised hairloss 

Swelling. 

Pup(s) - Cold to touch 
257 Pup(s) - Haematoma (s) 
260 Localised hairloss 


Localised hairloss 
Pup(s) -Incomplete hair growth 
261 Swelling. 
262 Scab(s). 
263 Pup(s) - Cold to touch 
264 Swelling. 
265 Pup(s) - Weak 
Pup(s) - Thin 
Pup(s) - Pale 
Pup(s) - Cold to touch 
Pup(s) - Cyanotic 


Left and right forelimbs 
All Pups 

Pup 

Pup 
Female 

Pup 
Head 
Back 
Back 
Left and right forelimbs 
njection site 2 

Pup 

Pup 
Thorax 
Left and right forelimbs 
All Pups 
njection site 2 
Clipped area 

Pup 
njection site 2 

Male 

Male 

Male 

Male 

Male 
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2 3 3 
Daily 1 
x 
x 
x 
x 
x 


Severity Codes: X = Present; H = Head 


Group 3 - BNT162b2 30mcg 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 7 


Provantis 


Individual Lactation Clinical Observations 


20256434 


Page 256 


Test Facility Study No. 20256434 


Date: 20-Oct-2020 9: 


30 


Page: 


Z 


Group Sex 


Animal 


Localised hairloss 
Pup(s) -Incomplete hair growth 


Pup(s) - Pale 

Pup(s) - Haematoma (s) 
Pup(s) - Weak 

Pup(s) - Weak 
Scab(s). 

Scab(s). 


Localised hairloss 
Localised hairloss 


Swelling. 
Pup(s) - Cold to touch 
Pup(s) - Haematoma (s) 


Localised hairloss 
Localised hairloss 
Pup(s) -Incomplete hair growth 


Swelling. 

Scab(s). 

Pup(s) - Cold to touch 
Swelling. 

Pup(s) - Weak 

Pup(s) - Thin 

Pup(s) - Pale 

Pup(s) - Cold to touch 
Pup(s) - Cyanotic 


Left and right forelimbs 
All Pups 

Pup 

Pup 
Female 

Pup 
Head 
Back 

Back 
Left and right forelimbs 
njection site 2 

Pup 

Pup 
Thorax x 
Left and right forelimbs x 
All Pups 
njection site 2 
Clipped area 

Pup 
njection site 2 

Male 

Male 

Male 

Male 

Male 


4 7 10 
Daily 1 Daily 1 BEF 
x 
x 

x x x 
x x x 
x x 
x x 
x 

x x 


Severity Codes: 


Group 3 - BNT162b2 30mcg 
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Individual Lactation Clinical Observations 
20256434 
Day numbers relative to Litter Date 
12 13 13 14 14 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 
3 £ 245 Localised hairloss Left and right forelimbs ‘ : xX 
Pup(s) -Incomplete hair growth All Pups xX xX x 
247 Pup(s) - Pale Pup 
248 Pup(s) - Haematoma (s) Pup 
251. Pup(s) - Weak Female 
Pup(s) - Weak Pup 
253 Scab(s). Head Xx 
Scab(s). Back Xx 
256 Localised hairloss Back x 
Localised hairloss Left and right forelimbs Xx 
Swelling. njection site 2 
Pup(s) - Cold to touch Pup 
257 Pup(s) - Haematoma(s) Pup 
260 Localised hairloss Thorax Xx 
Localised hairloss Left and right forelimbs P ° Xx 
Pup(s) -Incomplete hair growth All Pups xX xX x 
261 Swelling. njection site 2 
262 Scab(s). Clipped area 
263 Pup(s) - Cold to touch Pup 
264 Swelling. njection site 2 
265 Pup(s) - Weak Male 
Pup(s) - Thin Male 
Pup(s) - Pale Male 
Pup(s) - Cold to touch Male 
Pup(s) - Cyanotic Male 
Severity Codes: X = Present; H = Head 
Group 3 - BNT162b2 30mcg 
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Loca 
Swel 


ised hairloss 
ing. 


Pup(s) - Cold to touch 
Pup(s) - Haematoma (s) 


Loca 
Loca 


ised hairloss 
ised hairloss 


Pup(s) -Incomplete hair growth 


Appendix 7 
Provantis Date: 20-Oct-2020 9:30 Page: 4 
Individual Lactation Clinical Observations 
20256434 
Day numbers relative to Litter Date 
15 15 16 17 17 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 Daily 1 
3 £ 245 Localised hairloss Left and right forelimbs . 7 . . x 
Pup(s) -Incomplete hair growth All Pups xX 4 x x x 
247 Pup(s) - Pale Pup 
248 Pup(s) - Haematoma (s) Pup 
251. Pup(s) - Weak Female 
Pup(s) - Weak Pup : “ : 
253 Scab(s). Head P 2 7 xX 
Scab(s). Back , , 4 x 
256 Localised hairloss Back 


Left and right forelimbs 
njection site 2 

Pup 

Pup 
[Thorax 
Left and right forelimbs 
All Pups 


x 
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261 Swelling. njection site 2 
262 Scab(s). Clipped area 

263 Pup(s) - Cold to touch Pup 

264 Swelling. njection site 2 


265 Pup(s) - Weak Male 
Pup(s) - Thin Male 
Pup(s) - Pale Male 
Pup(s) - Cold to touch Male 
Pup(s) - Cyanotic Male 
Severity Codes: X = Present; H = Head 
Group 3 - BNT162b2 30mcg 
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Provantis Date: 20-Oct-2020 9:30 Page: 5) 
Individual Lactation Clinical Observations 


20256434 


18 19 20 21 21 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 
3 £ 245 Localised hairloss Left and right forelimbs : : : : xX 
Pup(s) -Incomplete hair growth All Pups 
247 Pup(s) - Pale Pup 
248 Pup(s) - Haematoma (s) Pup 
251. Pup(s) - Weak Female 
Pup(s) - Weak Pup : ‘ : 
253 Scab(s). Head , 7 ° Xx 
Scab(s). Back , . , x 
256 Localised hairloss Back , ‘ ‘ % Xx 
Localised hairloss Left and right forelimbs : : A Xx 
Swelling. njection site 2 
Pup(s) - Cold to touch Pup 
257 Pup(s) - Haematoma (s) Pup 
260 Localised hairloss Thorax : A : A x 
Localised hairloss Left and right forelimbs P . 7 : Xx 
Pup(s) -Incomplete hair growth All Pups xX xX xX ‘ x 
261 Swelling. njection site 2 
262 Scab(s). Clipped area 
263 Pup(s) - Cold to touch Pup 
264 Swelling. njection site 2 
265 Pup(s) - Weak Male 
Pup(s) - Thin Male 
Pup(s) - Pale Male 
Pup(s) - Cold to touch Male 
Pup(s) - Cyanotic Male 


Severity Codes: X = Present; H = Head 


Group 3 - BNT162b2 30mcg 
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RN9391R58 


Provantis 


Individual Lactation Clinical Observations 


20256434 


Date: 


Group Sex Animal 


273 


276 


279 


Swelling. 
Localised hairloss 
Pup(s) - Weak 


Pup(s) -Incomplete hair growth 
Localised hairloss 


Pup(s) - Weak 

Pup(s) - Thin 

Pup(s) - Pale 

Pup(s) - Cold to touch 
Bleeding 

Coloured skin 

Hunched 

Pale 

Piloerection 


Purple area(s) 
Red vaginal discharge 
Soft distended abdomen 


Swelling. 

Pup(s) - Cold to touch 
Pup(s) - Cold to touch 
Pup(s) - Cyanotic 


MORIBUND SACRIFICE 
Total litter death 


Injection site 2 

Whole body 

1 Female 

All Pups 

Head 

1 Male 3 

1 Pup x 

1 Pup x 

All Pups 

Vulva S : 
Abdomen ; E 


Whole body : xX 
Abdomen 


Left and right . x 
Injection site 2 

All Pups Fs 

2 Pups x 

2 Pups Xx 


Severity Codes: X = 


T 


Group 4 - BNT162b3 


Present; 
Thorax/Abdomen; 


30mcg 


1 = Slight; 3 = Marked; 
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1 1 1 
NS1 Veto 1 

% 
x 
x 
x 

1 1 

E E 

: x 

x x 

: 1 
x 

: x x 
x 
x 
x 
x 
Both; 
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Individual Lactation Clinical Observations 


20256434 
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Page: 


Z 


Group Sex Animal 


273 


276 


279 


Swelling. 
Localised hairloss 
Pup(s) - Weak 


Injection site 2 
Whole body 
1 Female 


Pup(s) -Incomplete hair growth All Pups 


Localised hairloss 


Pup(s) - Weak 

Pup(s) - Thin 

Pup(s) - Pale 

Pup(s) - Cold to touch 
Bleeding 

Coloured skin 

Hunched 

Pale 

Piloerection 


Purple area(s) 
Red vaginal discharge 
Soft distended abdomen 


Swelling. 

Pup(s) - Cold to touch 
Pup(s) - Cold to touch 
Pup(s) - Cyanotic 


MORIBUND SACRIFICE 
Total litter death 


Head é 
1 Male xX 
1 Pup 

1 Pup 

All Pups 

Vulva 

Abdomen 


Whole body 


Abdomen 


xx We: 


Left and right 
Injection site 2 
All Pups 

2 Pups 

2 Pups 


Daily 1 


Severity Codes: X = 


T 


Present; E = Blue; 


Thorax/Abdomen; 


Group 4 - BNT162b3 30mcg 


1 = Slight; 3 = Marked; 


CONFIDENTIAL 


Date: 
2 
Xx 

B 


20-Oct-2020 9:31 
3 
Daily 1 
Both; 
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Provantis Date: 20-Oct-2020 9:31 Page: 3. 
Individual Lactation Clinical Observations 


20256434 


7 10 Ack a2 a3. 14 
Group Sex Animal Clinical Sign Site Daily 1 BEF BEF Daily 1 
4 £ 267 Swelling. Injection site 2 rs 7 é 7 Ps ‘ 
269 Localised hairloss Whole body xX xX . : . xX 
Pup(s) - Weak 1 Female é ‘ : é é 
Pup(s) -Incomplete hair growth All Pups 7 . x x Xx Xx 
270 Localised hairloss Head xX xX é ‘ Fs xX 
272 Pup(s) - Weak 1 Male 
Pup(s) - Thin 1 Pup 
273 Pup(s) - Pale 1 Pup 
Pup(s) - Cold to touch All Pups 
276 Bleeding Vulva 
Coloured skin Abdomen 
Hunched 
Pale Whole body 
Piloerection 
Purple area(s) Abdomen 
Red vaginal discharge 
Soft distended abdomen Left and right 
Swelling. Injection site 2 
Pup(s) - Cold to touch All Pups 
Pup(s) - Cold to touch 2 Pups 
Pup(s) - Cyanotic 2 Pups 
MORIBUND SACRIFICE 
279 Total litter death 
Severity Codes: X = Present; E = Blue; 1 = Slight; 3 = Marked; B = Both; 
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Page: 
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Group Sex Animal 


273 


276 


279 


15 
Clinical Sign Site 
Swelling. Injection site 2 
Localised hairloss Whole body 
Pup(s) - Weak 1 Female 
Pup(s) -Incomplete hair growth All Pups x 
Localised hairloss Head 
Pup(s) - Weak 1 Male 
Pup(s) - Thin 1 Pup 
Pup(s) - Pale 1 Pup 
Pup(s) - Cold to touch All Pups 
Bleeding Vulva 
Coloured skin Abdomen 
Hunched 
Pale Whole body 
Piloerection 
Purple area(s) Abdomen 


Red vaginal discharge 
Soft distended abdomen 


Left and right 


17 


18 
Daily 1 


Severity Codes: X = 


T 


Group 4 - BNT162b3 30mcg 


Swelling. Injection site 2 
Pup(s) - Cold to touch All Pups 

Pup(s) - Cold to touch 2 Pups 

Pup(s) - Cyanotic 2 Pups 
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21 
Group Sex Animal Clinical Sign Site 
4 £ 267 Swelling. Injection site 2 7 
269 Localised hairloss Whole body Xx 
Pup(s) - Weak 1 Female 
Pup(s) -Incomplete hair growth All Pups x 
270 Localised hairloss Head xX 
272 Pup(s) - Weak 1 Male 
Pup(s) - Thin 1 Pup 
273 Pup(s) - Pale 1 Pup 
Pup(s) - Cold to touch All Pups 
276 Bleeding Vulva 
Coloured skin Abdomen 
Hunched 
Pale Whole body 
Piloerection 
Purple area(s) Abdomen 
Red vaginal discharge 
Soft distended abdomen Left and right 
Swelling. Injection site 2 
Pup(s) - Cold to touch All Pups 
Pup(s) - Cold to touch 2 Pups 
Pup(s) - Cyanotic 2 Pups 
MORIBUND SACRIFICE 
279 Total litter death 
Severity Codes: X = Present; E = Blue; 1 = Slight; 3 = Marked; B = Both; 
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Group Sex Animal Clinical Sign Site Daily 1 Daily 1 Daily 1 Daily 1 
4 f 282 Piloerection 
Pup(s) - Weak 1 Male xX 
Pup(s) - Cold to touch 1 Pup 
Pup(s) - Chromodacryorrhea 1 Female 3 : : 
286 Pup(s) - Haematoma (s) 1 Female é T . T 
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Female 
1 = Slight; 3 
CONFIDENTIAL 


Marked; 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 268 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 7 


Provantis Date: 20-Oct-2020 9:31 Page: 9 
Individual Lactation Clinical Observations 


20256434 


AS 16 17 18 19 20 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 Daily 1 
4 f 282 Piloerection 
Pup(s) - Weak 1 Male 
Pup(s) - Cold to touch 1 Pup 
Pup(s) - Chromodacryorrhea 1 Female 7 . . . . B 
286 Pup(s) - Haematoma (s) 1 Female 
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Group Sex Animal Clinical Sign Site 
4 £ 282 Piloerection 
Pup(s) - Weak 1 Male 
Pup(s) - Cold to touch 1 Pup 
Pup(s) - Chromodacryorrhea 1 Female 
286 Pup(s) - Haematoma (s) 1 Female 
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10 36 37 43 
Group Sex Animal Clinical Sign Site Daily 1 Daily 1 Daily 1 
4 £ 277 Dark vaginal discharge ‘ x Xx 
Limping Right hindlimb x 
Swelling. Injection site 1 
Swelling. Injection site 2 7 . . 
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Individual Estrous Cycle Data 


Before Dosing 


Group 1, Control, 0 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number | -14 | -13 | -12 | -11 | -10 | -9 -8 -7 -6 -5 -4 -3 -2 -1 (days) estrus 
1 M M P E M D P E M M P E M D 4.0 0.0 21.4 
2 D D E M D P E M D P E M D P 4.0 0.0 21.4 
3 M D P E M D P E M P P E M D 4.0 0.0 21.4 
4 P E M D E E M D P E M M D P 4.0 0.7 28.6 
5 E M D P E M D PE E M M P E M 4.0 0.7 35.7 
6 P E M D D E M D P E M D P M 4.0 0.0 21.4 
7 P E M D P E M D P E M M D D 4.0 0.0 21.4 
8 P E M D P E M D P E M P P M 4.0 0.0 21.4 
9 M D P E M D P E M P P E M D 4.0 0.0 21.4 
10 P E D M D E M D P E M D P D 4.0 0.0 21.4 
11 D P E M D P E M D P E M D D 4.0 0.0 21.4 
12 P E M D P E M D P E M M P D 4.0 0.0 21.4 
13 E M D P E M D P E M M P D D 4.0 0.0 21.4 
14 D P E M D E E M D E E M D D 3.5 0.4 35.7 
15 E M D P E M D P E M D P P D 4.0 0.0 21.4 
16 E M D P E M D PE E M D P E M 4.0 0.7 35.7 
17 P E D D E E M D E E M M P E 4.0 0.5 42.9 
18 M P E M D P E D D P E M D D 4.0 0.0 21.4 
19 M M E M D P E D D P E M D D 4.0 0.0 21.4 
20 M D P E M D P E E M P E M D 4.0 0.0 28.6 
21 D P E M D D E D D P E M M D 4.0 0.0 21.4 
22 E M D P E M D PE E M D P E E 4.0 0.7 42.9 
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2) =/0 VIZ Z/Zi mM Zz) Vm mz\ZimM mM zim o/ vz 
W<z/m\m ZJojo/z|Zfojm/z|=Z/ PojzlZ/zlZ/v\ 8 4 
m0) =\= 8) vol of a =z/ojo} m| Ffojo0}/ vjo}m|m m 
=\m|O/O|m)m}/m)} 0} U)m/O} 0] U) Z/m/ 0) vm) vz zz 
OZ VDVDIZZIF MmMZz ymMMos mms mMov»ojzsz 
VEMmM O;F/O/ S| =F) O)M) =F) F/ VF) Fs) F/O; S| Vj) VV 
MU =) =F) VP VDT UO) VZ/O/F\M)ViZ/O}vjO;m\mjm 
=/m/ 0/0} mM) m| mv) UV) mM) 0} 0) 0} =| mM) vu) vj) mM) vz zl =z 
OSIM DT FT mMM=Zs VmmMooyzsemmseim=sz zz 
VOM mM =) F/O, s\F|/OlM) =s/F/ Vs) Fs} F/O} =F} Vj) VV 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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20256434 
Individual Estrous Cycle Data 
Before Dosing 


Group 2, BNT162b1, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number | -14 | -13 | -12 | -11 | -10 | -9 -8 -7 -6 -5 -4 -3 -2 -1 (days) estrus 

23 D P M D P E P D P E M D P E 4.0 0.0 21.4 
24 M D P E M D P E M P P E M D 4.0 0.0 21.4 
25 D D D D P E M D P E M M P E 4.0 0.0 21.4 
26 D E M D P E M D P E M M D P 4.0 0.0 21.4 
27 E M D P E M D PE E M M P E M 4.0 0.7 35.7 
28 P M D P E M D PE E M D P E M 4.0 0.7 28.6 
29 M P E M D P E D D P E M D D 4.0 0.0 21.4 
30 D P E M D P E M D P E M D D 4.0 0.0 21.4 
31 P E M D P E M D P E M P M D 4.0 0.0 21.4 
32 P E M D P E M D P E M M D D 4.0 0.0 21.4 
33 M D P = M D P E M M P E M D 4.0 0.0 21.4 
34 E M D P E M D P E M D P E M 4.0 0.0 28.6 
35 E M D P E M D PE E M D P E M 4.0 0.7 35.7 
36 M P E M D P E M D P E M D D 4.0 0.0 21.4 
37 P E D D D E M P P E M D E E 3.7 0.3 35.7 
38 E M D P E M D PE E M D D D D_ | Acyclic Period 

39 M D P E M M P E M D P E D D 4.0 0.0 21.4 
40 D P E M D P E M D P E M D P 4.0 0.0 21.4 
41 M D P E M D P E M M P E M D 4.0 0.0 21.4 
42 M P E E M D P E M P P E M D 4.5 0.4 28.6 
43 M P P E M D P E M D P E M D 4.0 0.0 21.4 
44 E M D P E M D D E M D D E M 4.0 0.0 28.6 


CONFIDENTIAL 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 405 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 15 


20256434 
Individual Estrous Cycle Data 
Before Dosing 


Group 2, BNT162b1, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
(days) estrus 
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4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
Acyclic 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
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mo} Ys] F/O|Z)/0/o}z}m| 9) 8 


VU) VO/ UO} V/V) 0) SZ/Z/O}m| oO} |] VJ) m|m)m|m| a0); =/ 9 
Mm) MU) U)/M)mM) Vs <j] Vl/=FimmM=s/sf-F F/M) Vos 
S| =/M) mM) =F)/=\/ MV VM) Oo; Vz) =z|/O/O/0/O/=F| m/v) 
OD) O/Z/Z/O/O}=Z|/mM\m)/Z/U| mM) 0} 0} vv) vv} =| =/m\m 
DB VO}z) Vp Vo/z/ZfOjoj=Z] YY Fimim/m|m| Pojzl= 
mm} 9 8] mm) 8) 0) 0} vu] ojo} mm) =/=/=Z]=}m) PF ojo 
OD OZ/Z/O/ S/F) Mm) Z/U| MV} oO} v/v) vl) 0} =/m\m 
VJVDOSOO VVUOS)§FS/O/O/F] Vj Vimmymm vo|z=s 
m)m| |} m)/m| 0) C/O) UO) O}/m|m|/ =| =z/=z]/=Z/m| voj/o 
Z\/=/m) mM) z)/=/M) 0 Vim) oO; vz) Zz\/O/9/Z)/=/ =z) mM) vv 
S/F) =F/F/Z/ VFM MZ OjM/VO/O/ V/V vj vpojz|mim 
M Dz OV VOT SOM =F) DV Vim mm mMoyozse 
m)m)0) 0} mM} mM} | CO} OU} UV) mM) Oj m| mM) =z/=z) =z] =z} Vj; Vio; o 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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20256434 
Individual Estrous Cycle Data 
Before Dosing 


Group 3, BNT162b2, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number | -14 | -13 | -12 | -11 | -10 | -9 -8 -7 -6 -5 -4 -3 -2 -1 (days) estrus 

45 M P E M D P E M D P E M D D 4.0 0.0 21.4 
46 M P E M D E E M M P E M D D 4.0 0.7 28.6 
47 E M D P E M D P E M D P E M 4.0 0.0 28.6 
48 M M P E M D P E M M P E M D 4.0 0.0 21.4 
49 M D P E M D P E M D P E M D 4.0 0.0 21.4 
50 E M D P E M D D E M D D E M 4.0 0.0 28.6 
51 P E M M D E M D P E M M P E 4.0 0.0 28.6 
52 M D P E M D P E M D P E M D 4.0 0.0 21.4 
53 D P E M D P E M M P E M M D 4.0 0.0 21.4 
54 M P E M D E E M M P E M D D 4.0 0.7 28.6 
55 P E M D E E M D P E M D D D 4.0 0.7 28.6 
56 P E M D E E M D P E M M D E 4.0 0.5 35.7 
57 D P E M D E E D P P E M D P 4.0 0.7 28.6 
58 M D P E M D P E M D P E M D 4.0 0.0 21.4 
59 E M D P E M D P E M D P E E 4.0 0.0 35.7 
60 P E M D D E M D P E M M D M 4.0 0.0 21.4 
61 P E M D P E M D P E M D D D 4.0 0.0 21.4 
62 E M D P E M D P E M D P E M 4.0 0.0 28.6 
63 P M D P E M D P E M D D D D 4.0 0.0 14.3 
64 D P E M D D P D D P E M D E | Acyclic Period 

65 M D P E M D P E M D P E M D 4.0 0.0 21.4 
66 D P E M D P E M M P E M D D 4.0 0.0 21.4 
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20256434 
Individual Estrous Cycle Data 
Before Dosing 


Group 3, BNT162b2, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
(days) estrus 
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4.0 
4.0 
3.7 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
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mM) Um) Umm) Oo) =)2)/=F/=F/M/=z\M S/F) V/=/mMmM/ oj} v 
=\mM) F/M) FZ) Fz) VF) VF VjPF/F)/ FZ) V/ VM/z/F/=z)/O;m 
OSlZ/Z/O/O|m) Vm) ym) oOo} vom) ms] vojojo=z 
VO} VO} VU VF) mM Z/m/z\ Vm) Vz|/Z/ojm|/ vmojo0 
m| Ujm) OU) mM) moO} Z/Z)/Z/F|M/O/mM/V/O/ Vi Z/mim| ojo 
=|mM/z\m)zF/Z)/ UF) Vo) vjPz/o z/ 9  ¥ymjojz/zjojm 
BZ VZV om Pm Pmo] Pom mez vojojjz 
DOV VD VZ mMZz/m/z\ vm) Vz\Zz/oj/m)/ vi vzio0 
mM) U)Mm) UM) mM) oO) S/O; F/O;m)=\M, O/ 0) Vv) =F=}/m) mM) oj] v 
=/mM)=)/M)=F/F/ Vj OU} VO} VF) F\ FS) Vj VM) O;s/=/0;m 
S\ZZSTITE MVM VMs D=F\mM\ Mz Voz DE 
VO; VO/ VDF mMZ/m/z\ Vm) Vz|Zojm)/ avs 
m)m|m|-o}m)/m| oO) Z}/0/=/0| m/s} m/z] o/m|=/m\| m/z} 0 
Z)m\Z/m/Zz/=\ 0) Of Vj) 0} |Z) 0] =} | wv) mjo}=z/Zz/a/m 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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20256434 
Individual Estrous Cycle Data 
Before Dosing 


Group 4, BNT162b3, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number | -14 | -13 | -12 | -11 | -10 | -9 -8 -7 -6 -5 -4 -3 -2 -1 (days) estrus 

67 M P E M D P E M D P E M D D 4.0 0.0 21.4 
68 P E M D P E M D P E M M D D 4.0 0.0 21.4 
69 M D P E M D P E M D P E M M 4.0 0.0 21.4 
70 M P P E M M P E M D P E M M 4.0 0.0 21.4 
71 M D P E M M P E M M D E E M 4.0 0.0 28.6 
72 E M D P E M P PE E M D P E M 4.0 0.7 35.7 
73 E M D P E M D P E M M M D D 4.0 0.0 21.4 
74 M D E M D E E M D P E M D D 4.0 0.7 28.6 
75 P E M D E E M D P E M M P D 4.0 0.7 28.6 
76 E M D P E M D PE E M D P M D Acyclic Period 

77 M P E M D P E M M P E M D D 4.0 0.0 21.4 
78 M P E M D P E D P P E M D D 4.0 0.0 21.4 
79 M D P E D D P E M D P E M D 4.0 0.0 21.4 
80 M D P E M D P E M M D D D D Acyclic Period 

81 M D P E M D P E M D P E M D 4.0 0.0 21.4 
82 E M D P E M D P E M D D M D 4.0 0.0 21.4 
83 M D P E M M P E M M P E M D 4.0 0.0 21.4 
84 D P E M D E E M D P E M D D 4.0 0.7 28.6 
85 D P E M D E E M D P E M D P 4.0 0.7 28.6 
86 D P E M D P E M D P E M D P 4.0 0.0 21.4 
87 M D P E M M P E M D P E P M 4.0 0.0 21.4 
88 M M P E M M P E M P E E P P 3.5 0.4 28.6 
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20256434 
Individual Estrous Cycle Data 
Before Dosing 


Group 4, BNT162b3, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
(days) estrus 
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0} =) =| mM) mM) vl mM vj) =Zz)/O}/m)/m|m| 0O;/Z/ Zz) 0) 0} vj)=Z=/mjm 
DZlVZZimMZ m/v Vz\Zzlz\ Vo} vm vmjvzzZz 
MyM Zs OZ/ZFIMMoOO;mvm=s|mM/ =z mojo 
Z)m|=Z/V VO; V O/F/Z/ Dj) VP V/Z/m|Z/o0/Z/V/ Zz) V/V 
OZ) =/ MM) Vl mM vjO;=/mM)mjym|\=z/0/ 0) V| VU} vo} mjm 
Ms) v= Zfmzim| FB) =S/S]= Vol Pim) Pimvz=z 
m) Bim o) oO] Z/o]E)m|\m| oj o}o) m) vJm/z}m\z)/m) ojo 
=\mM) =F) Uj VO; Vj O;/S) =F) Uj Vj VFM) F/O; S/F) =F) VV 
0) =/O}m| mam) v0) 0}m|m) mo} =| 0) 0] 0} 0) Zz) m\m 
UD F\VIZ/Z/mM\=Z\ mM) dV Vz\/O/F| V/V] vm) vm) vzz 
Mums ZzZIOF MMo»ojo;m vm sz|mM) zm oj;o 
=) mM) =) Vj V=Z/ Vj F/SFl/=F/ V/V VFimz0;F/=F/=/ DV 
0) Z|0}m|m)v\m) 00/0} m|m)m| 0/2} 0) 0] 0}0) Zz) mim 
DZzlVZZimlZJ m/v Vz\Zzlz\ Vo] vm vm vzzZz 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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20256434 
Individual Estrous Cycle Data 


Pre-Mating Period 


Group 1, Control, 0 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number | 8 9 10 11 12 13 14 15 16 17 18 19 20 | 21 22 (days) estrus 

1 D P E M D P E M D P E M M P E 4.0 0.0 26.7 
2 D E M D P E M D P E M D P E D 4.0 0.0 26.7 
3 M P E M M E E M D P E M D P E 4.0 0.5 33.3 
4 E M D P E M D P E M D P E M D 4.0 0.0 26.7 
5 M D P E M D P E M D P E M D D 4.0 0.0 20.0 
6 M D E M D P E M D P E M D P E 4.0 0.0 26.7 
7 P M D P E M D P E M D P E M D 4.0 0.0 20.0 
8 D E M D P E M D P E M D P E M 4.0 0.0 26.7 
9 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
10 E M D P E M D P E M D P E M M 4.0 0.0 26.7 
11 M P E M D P E M M P E M D P E 4.0 0.0 26.7 
12 P M D P E M D P E M D P E M D 4.0 0.0 20.0 
13 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
14 D D D E M D P E M D P E M D P 4.0 0.0 20.0 
15 M D P E M D P E M D P E M D P 4.0 0.0 20.0 
16 M P P E M D P E M D P E M D D 4.0 0.0 20.0 
17 E M D P E M D P E M D P E M D 4.0 0.0 26.7 
18 D P E M D P E M D P E M D P E 4.0 0.0 26.7 
19 D D D P M D P E M D P E M D P_ | Acyclic Period 

20 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
21 D P P M D P E M D D E M D P E 4.0 0.0 20.0 
22 E M D P E M D P E M D P E M D 4.0 0.0 26.7 
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20256434 
Individual Estrous Cycle Data 


Pre-Mating Period 


Group 1, Control, 0 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
(days) estrus 
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4.0 
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VOfm|m) Volo]/z/ofo|mMz/ 8 Fojo|ojojo} a Pio 
MU) =) =) Vj) Vi VO;O| v=) =/=F/ mM) Vj) O;/U)/ vl/O;/m|mym 
=|M/=Zz)0/m|mM) mM) Vv O}m) =| 0) 0) =\m/ vom) vj z/z =z 
OZ VDVUZzZIZimm Zz vm Moz mMoZ mM ooo 
VUMM OOO S/F Ol mM) s/f) VF) =F) V/O/=F/ Vi Vo 
M VO VO VVOO; DZ O/Z/O/V/9/ Vv v/ojm|mo 
Zim VU/U/U/ mM) mM) Vj VjmM) Zz) Vj) VIO/O/O/ Z| Zz) DV Z/Zl/oO 
DZ[_mMDoOZiZi\mM mo vm mo c/o) vo;/mojzZio 
VOUMMoOZ ZF ZOOM Z FZ VS/V/ Vo;/Z\ Vj) Vo 
M VF TOS VI DOUO| VDF V/V VVjV;/=F=/ V/V mmo 
=iM)/O/ 0) O}/M}| mM) VV) mM) 0) UV) DV O;/O)/UO/U/ O/T =Z/=Z/0 
DV VDDWOZ/ Se iM Mo vemmM ooo vo;/mojojo 
VUMM OOOO; Z| O)M =F/F/O)/O)/O}/M) VO; =F} Vj) VO 
MDZ ZO VDOC DZ OZ VCO Z/vj/ojm|mo 
Z\m)oO/ 2/0) m\/m) vam Zz] vl) VD O/O/ 0/0} vZz)/=Z\m 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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20256434 
Individual Estrous Cycle Data 
Pre-Mating Period 


Group 2, BNT162b1, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number | 8 9 10 11 12 13 14 15 16 17 18 19 20 | 21 22 (days) estrus 

23 D D D D D E M D P E M D P E M 4.0 0.0 20.0 
24 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
25 E M D P E M D P E M D P E M D 4.0 0.0 26.7 
26 M E D D P E M M P E M D P E D 4.0 0.0 26.7 
27 M D P E M D P E M M P E M D P 4.0 0.0 20.0 
28 M P D D D D D D D D D P E M M Acyclic 

29 D D D P M D P E M D P E M D P_ | Acyclic Period 

30 M E M D D E M D P E M D P E D 4.0 0.0 26.7 
31 P E M P E M D P E M D P E M D 3.7 0.3 26.7 
32 M D P M D E E M D P E M D P E 4.5 0.4 26.7 
33 E M D D P E M D P E M D P E M 4.0 0.0 26.7 
34 M D E E E M P P M P E M D P E | Acyclic Period 

35 M D P E M D P E M D P E M D D 4.0 0.0 20.0 
36 D P E M D D E M D P E M D P E 4.0 0.0 26.7 
37 E M D P E M D P E M D P E M D 4.0 0.0 26.7 
38 D P P D D P E M M D E M M P E 4.0 0.0 20.0 
39 D P E M D P E M M P E M D P E 4.0 0.0 26.7 
40 P E M D D E M D P E M D P E M 4.0 0.0 26.7 
41 M E E M D P E M D P E M D P E 4.3 0.3 33.3 
42 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
43 D P E M D P E M D P E M D P E 4.0 0.0 26.7 
44 M M D P E M D P E M D P E M M 4.0 0.0 20.0 
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20256434 
Individual Estrous Cycle Data 
Pre-Mating Period 


Group 2, BNT162b1, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
(days) estrus 
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Acyclic 
4.5 
4.0 
Acyclic 
Acyclic 
Acyclic 
4.0 
Acyclic Period 
Acyclic Period 
4.0 
4.0 


mm) Oo} 0) m| 9) vZ/olz/m/o]/m| mM o|mjo}zjojojgjo 
S/F) UMS mM) mM) zs) VF) F/D/F\F/O/F/O/O;mM) Vo} v 
DUT ZOUZ ZUMMoMo;Z YO) Viv vsZziojojm 
DOUVV) VOZ OZ ZVUZ OF MZ ojmMoo;yE 
DVDOOOMOV V/V; O/ V/Z\m) vm) vv) Zz/o/m|mo 
mmo O)Z/VVVVO/Z| VIO) Z/F/F/Z/V/ Vim\zZz 0 
ZZFVDODTOCC CM VoOjmMo»o0/Z 0; vimZz\o/0 
OZ DO VDOQYPOOLZ Moz DV Do»9Oso vm/Z oj; vo 
VDOVDOMoOOOO;Z VjO|mMm mom Zz 0; vm o 
Mm DO;ZVOZ VO/Z DZZZoz oj vm/z 0 
ZISIMVUOOO VM VoO;mojo/o/o/ o/s mM Zz)/Z/o0 
DDPDOVoOOZIZ|MojZz\ VV DO; vmMojo; v9 
VVUOGOMOOVO; S| VOM mm ojm=z/o/0;mo 
Mm) DV O;Z/V/O| VIVO; Z/ Di ZZFIOGVjV; VmMm/z)o 
Z2\/e|mym)z/mM/o;/m mM) vz\|m/oj/0/0/m/o}/ vs m/z) 0} 0 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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20256434 
Individual Estrous Cycle Data 
Pre-Mating Period 


Group 3, BNT162b2, 30 ug 


Mean Irregularity| % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number 8 9 10 11 12 13 14 15 16 17 18 19 | 20 21 22 (days) estrus 

45 D D D E M D P E. M D P E M D P 4.0 0.0 20.0 
46 M D D E M D P E M D P E M D M 4.0 0.0 20.0 
47 M M D E M D P E M D P E M D P 4.0 0.0 20.0 
48 M P D D D D D D D D D E E M D Acyclic 

49 M a E M M P E M D P E M D P E 4.0 0.0 26.7 
50 M D P E M D P E M D P E M D M 4.0 0.0 20.0 
51 E M D D D P E M D P E M D P E 4.0 0.0 26.7 
52 M D D P E M D P E M D P E M D 4.0 0.0 20.0 
53 P E M D D P E D D P E M D P E 4.3 0.3 26.7 
54 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
55 P E M D P E M D P E M D P E M 4.0 0.0 26.7 
56 P E M D P E E E E E M D P E E | Acyclic Period 

57 P E M D P E M D P E M D P E D 4.0 0.0 26.7 
58 D P E M M E M D P E M D P E D 3.7 0.3 26.7 
59 E M M P E M D P E M D P E M D 4.0 0.0 26.7 
60 E M M D D D D D D D D P M D P Acyclic 

61 D P P E M D P E M D P E M D P 4.0 0.0 20.0 
62 M D D E M D P E M D D E M D D 4.0 0.0 20.0 
63 M D P E M D P E M D P E M D P 4.0 0.0 20.0 
64 P M D P E M D P E M D D E M D 4.0 0.0 20.0 
65 P P E M D P E M D P E M D P E 4.0 0.0 26.7 
66 D P M D D P E M D P E M D P E 4.0 0.0 20.0 
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20256434 
Individual Estrous Cycle Data 
Pre-Mating Period 


Group 3, BNT162b2, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
(days) estrus 


[oe] 
o 
a 
jo) 
= 
i) 
a 
wo 
= 
A 
a 
oa 
a 
(o>) 
a 
NX 
= 
(oe) 
a 
o 
i) 
oO 
i) 
= 
N 
Ls) 


number 


245 
246 
247 
248 
249 
250 
251 
252 
253 
254 
255 
256 
257 
258 
259 
260 
261 
262 
263 
264 
265 
266 


Acyclic 
Acyclic 
4.0 
4.0 
4.0 
4.3 
4.0 
4.0 
4.0 
4.0 
4.0 
4.0 
Acyclic 
Acyclic Period 
4.0 
4.0 
4.0 
4.5 
4.0 
4.0 
4.0 
Acyclic Period 


Ofm)o}m) Of 8) vo) vo) vo} og) Z)0} vv) 0} 0) v\ 9) m 
O/Z|V/=z/O/Z/m)v\ mM) Vimo} vO} vim/m| vjo;/z|mj=z 
DO) DOO ViZ|\mMZ\m/zZ\ vm) vy m/Zz/Zzim/vojzZio 
DODMOO MZ o;Zojms mM) z/9/Z/0/m mojo 
OjMZ DMZ /DOVOVO/ VjZO/F/F/ DO; VZiz\o}v 
DZUMMOYM DoOO/M VU; DV O;C/M vim oj vos 
Fm wo) in od eo 
OVUM V/O|M/ oO) Z| O/O/Z|m/Z\m/Z/0/Z]/Z}/m/m/ojo 
UM F/V VDF VOOO VS SSFP VVOZEZ/Vg 
m=)=/mM) mM) =m) VO; UO) M)/ V/V, VU} Vj) mM) Vv) VIO;/Z/O;/0 
ZZ/VS/SIOZmMO/O/s/ VD mM) vm/zZ/m\ mv vl ojo 
DDMoOOMoZ 00 ojm Z| m/Zz/0/Z/0/m mojo 
VM FZ) VD VO VOUOO) VF OZ O)/ VIG O/ZF/=F=/O,0 
m ZOOM mM olm) Vo;O/mM|o} VO) Um) Vv) DO/O;/Z/o0 
DOj DZ) ZVzZimimMojz\ vl mM) vmM/Zm\ mM vvojsz 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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20256434 
Individual Estrous Cycle Data 
Pre-Mating Period 


Group 4, BNT162b3, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
number | 8 9 10 11 12 13 14 15 16 17 18 19 20 | 21 22 (days) estrus 

67 P E M D D E M D P E M D P E D 4.0 0.0 26.7 
68 E E M D P E M M P E M D P E M 4.0 0.0 33.3 
69 P P E M M P E M D P E M D P E 4.0 0.0 26.7 
70 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
71 D P E M D D E M D P E M D P E 4.0 0.0 26.7 
72 P P P E E M D P P M P E M D P_ | Acyclic Period 

73 M D P E M M P P M D P E M D P_ | Acyclic Period 

74 P E M D D E M D P E M D P E M 4.0 0.0 26.7 
75 P E M D D E M D P E M D P E D 4.0 0.0 26.7 
76 M D P E M D P E M M P E M D P 4.0 0.0 20.0 
77 D P M D P E M D P E M D P E M 4.0 0.0 20.0 
78 D P M D P E M D P E M D P E M 4.0 0.0 20.0 
79 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
80 D P E M D D E M D P E M D P E 4.0 0.0 26.7 
81 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
82 E M D D P E M D D D D E E E M 6.0 0.0 33.3 
83 M P E M D P E M D P E M D P E 4.0 0.0 26.7 
84 D D E M D D E M D P E M D P E 4.0 0.0 26.7 
85 E M P P E M D P E M D D E M D 4.0 0.0 26.7 
86 P E M M D P E M D P E M D P E 4.3 0.3 26.7 
87 D P E M D P E M D P E M D P E 4.0 0.0 26.7 
88 M P E M D P E M D P E M M P E 4.0 0.0 26.7 


CONFIDENTIAL 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 417 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 15 


20256434 
Individual Estrous Cycle Data 
Pre-Mating Period 


Group 4, BNT162b3, 30 ug 


Mean Irregularity | % days 
Female |Stage of cycle on day of smearing: cycle length index in 
(days) estrus 


foe) 
o 
= 
= 
as 
Nh 
= 
wo 
= 
aS 
= 
oa 
= 
Oo 
—s 
“N 
= 
[oe] 
= 
o 
N 
(o) 
i) 
= 
N 
i) 


number 


267 
268 
269 
270 
271 
272 
273 
274 
275 
276 
277 
278 
279 
280 
281 
282 
283 
284 
285 
286 
287 
288 


4.0 
4.0 
4.0 
4.0 
Acyclic 
4.3 
Acyclic 
Acyclic 
Acyclic 
4.0 
Acyclic 
4.0 
Acyclic Period 
4.5 
Acyclic 
4.0 
4.0 
4.5 
4.0 
Acyclic 
Acyclic 
Acyclic 


MU s| Um) ¥) mo es) O/s) Vo) Fv) vs/z/o/= 


MVUDOL LLL OUMOVS mM vmMmmM=Zz sz DE 
Z2\m)m)) UZ) Dl O/O}Z/ Vj Vl Vl Z/m/Zz/z/z/ojo} vv 
DZEIMmMVvoOy;O/O/ mmm o;Z/o/V;0;0;/U}/m|m 
DZTZTZTzIimMMoOVDO/T F/T UVV/G/V/ DV VZEz 
DVDOVOZ/Z/ Vm) Vojojojo/o/ vy vo}/mim|ojo 
DUD VDOZ OZ MOO VU/mMo;C/Z/m) 0; Z| =} V/V 
DV/VU/ MO} Viv 0) Z/O/m\/ojm)o;/V/o0/Z]0}0};0}/m|m 
DVUVZS| MM MoO; DZ OZ DOGO V/ Vvzz 
DUOZ ZZ ZOUVMOIOOZ VCO Vom mM ojo 
DUP VDT ZOM EZ Dos VCC mM C;Zz/=Z/ UV 
DVM DVoOsyoojyojfmoljmo/0/o/0/v0/ 0; 0}mim 
DUDS MM MoO»O DZ OZ DOO C/V pvZz 
DUV/Z/ZlZlZ ve yMolojojojofm) vj o}m|mjovjo 
Mm Oj) 0) DV) O/0/ OU} mim) Zz) vj) 0} v) 2/0} vm) a) =z) =} 0) 


D =di-estrus P = pro-estrus E = estrus M = met-estrus 
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Group 1, Control, 0 ug 


Individual Estrous Cycle Data 


20256434 


From Mating 


Female | Stage of cycle on day of smearing: 


number! 23 | 24 | 25 | 26 | 27 | 28 | 29 | 30 | 31 | 32 | 33 | 34 | 35 
1 M|D | P | E+ 
2 D | P | E+ 
3 M|oD|P | E+ 
4 P | E+ 
5 | E+ 
6 M|oD|P | E+ 
4 P | E+ 
8 D | P | E+ 
9 M|oD|P | E+ 
10 | P | E+ 
1 M|oD|P | E+ 
12 | D | P | E+ 
13 {| M]{D | P {| Et 
14 | D+ 
15 |do]|od{|o{o]bpd|{obd{o]{ Di] »D {e+ 
16 | Et 
7 {oD;o{|o{[o];|pdp]|bd{[o]/D]bD{oD]{ DI] PI|eé 
18 | M/D | P [| E+ 
19 | D+ 
20 | D | D [ D+ 
21 M|oD|P | E+ 
22 | D | D | D+ 
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20256434 
Individual Estrous Cycle Data 
From Mating 


Group 1, Control, 0 ug 


Female | Stage of cycle on day of smearing: 


DZ) v voojzZ/z/T) FP Z\0 


D =di-estrus P = pro-estrus E = estrus M=met-estrus BV = vaginal plug 
+: Positive 
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20256434 
Individual Estrous Cycle Data 
From Mating 


Group 2, BNT162b1, 30 ug 
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Female | Stage of cycle on day of smearing: 


number] 23 | 24 | 25 | 26 | 27 | 28 | 29 | 30 | 31 32 | 33 | 34 | 35 | 36 
23 D P Et 
24 M D P E+ 
25 D E+ 
26 D P E+ 
27 E+ 
28 M P Et 
29 E+ 
30 D P E+ 
31 D D E+ 
32 M D P E+ 
33 D P E+ 
34 M D P E+ 
35 E+ 
36 M D P E+ 
37 D D E+ 
38 M D P E+ 
39 M D D+ 
40 P P E+ 
41 M D P E+ 
42 M D R E+ 
43 M D D D D D D D D D D D D D 
44 P E+ 
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20256434 
Individual Estrous Cycle Data 
From Mating 


Group 2, BNT162b1, 30 ug 


Female |Stage of cycle on day of smearing: 
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OZ/Z/Z/VZ|/VZ/Z/T ves yEelo 


m m 
avoo]TMo/ Polo 


D =di-estrus P = pro-estrus E = estrus M=met-estrus BV = vaginal plug 
+: Positive 
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Group 3, BNT162b2, 30 ug 


20256434 
Individual Estrous Cycle Data 
From Mating 


Female | Stage of cycle on day of smearing: 


number} 23 | 24 | 25 | 26 | 27 | 28 | 29 | 30 | 31 32 
45 E+ 
46 D D D P D P D D D E+ 
47 E+ 
48 P Et 
49 M D P E+ 
50 D D | BV+ 
51 M D P E+ 
52 D D E+ 
53 M P. RP E+ 
54 M M P E+ 
55 D P E+ 
56 D+ 
57 D P E+ 
58 D D D+ 
59 D D D+ 
60 E+ 
61 E+ 
62 E+ 
63 E+ 
64 P D D+ 
65 M D P Et 
66 M D P E+ 
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20256434 
Individual Estrous Cycle Data 
From Mating 


Group 3, BNT162b2, 30 ug 


Female | Stage of cycle on day of smearing: 


D =di-estrus P = pro-estrus E = estrus M=met-estrus BV = vaginal plug 
+: Positive 
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20256434 
Individual Estrous Cycle Data 
From Mating 


Group 4, BNT162b3, 30 ug 


Female |Stage of cycle on day of smearing: 
number] 23 | 24 | 25 | 26 | 27 | 28 | 29 | 30 | 31 32 | 33 | 34 |] 35 | 36 


67 D P E+ 

68 P P E+ 

69 M D P E+ 
70 M D P E+ 
71 M D P E+ 
72 E+ 

73 E+ 

74 D D E+ 

75 D P E+ 

76 E+ 

a D P E+ 

78 D P E+ 

79 M D is E+ 
80 M D P E+ 
81 M D P E+ 
82 D P E+ 

83 M D P E+ 
84 M D P | BV+ 
85 P E+ 

86 M M E E+ 
87 M D P E+ 
88 M D P E+ 
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20256434 
Individual Estrous Cycle Data 
From Mating 


Group 4, BNT162b3, 30 ug 


Female |Stage of cycle on day of smearing: 
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D =di-estrus P = pro-estrus E = estrus M=met-estrus BV = vaginal plug 
+: Positive * Presence of blood 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


Control 
Omcg 


MMMM MH NM NM KS PY 
Sk kk 


Provantis 
Individual Mating Performance 


20256434 


Pairing 


Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 
Type 


WWW WWW W WH 
Ea pa Cat peat eat at ear 


4 
3 
3 
1 
2 
2 
2 
2 
1 
1 
1 
2 
4 
1 
1 
4 
4 
2 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


Control 
Omcg 


Provantis 


Individual Mating Performance 


20256434 


Pairing 
Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 


Type 


2 
2 
4 
3 
4 
3 
4 
2 
1 
4 
2 
3 
4 
2 
4 
3 
4 
1 


vuVvVIVOVUUVUVUUUUUUO. 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


Control 


Provantis 
Individual Mating Performance 


20256434 


Omeg Pairing Pre-coital 
Male Interval 
(Days) 


Pregnancy 
Type 


Zz 


Pp 
Pp 
Pp 
P 
Pp 
Pp 
P 
P 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


BNT162b1 
30mcg 


Provantis 
Individual Mating Performance 


20256434 


Pairing 
Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 
Type 


= 


1 
2 
3 
1 
1 
2 
4 
2 
2 
2 
4 
2 
1 
4 
4 
2 
3 
2 


Total LDeath 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


BNT162b1 
30mcg 


Provantis 


Individual Mating Performance 


20256434 


Pairing 
Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 


Type 


4 
4 
3 
3 
3 
4 
2 
3 
1 
3 
1 
3 
3 
4 
3 
4 
1 
4 


vuVVUVUVUUVUUUUUUUO. 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


BNT162b1 
30mcg 


Provantis 
Individual Mating Performance 


20256434 


Pairing 
Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 
Type 


Zz 


vs=v0UvTyvTVUVVV 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


BNT162b2 
30mcg 


Provantis 
Individual Mating Performance 


20256434 


Pairing 
Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 
Type 


5 
3 
1 
1 
4 
4 
3 
4 
1 
4 
1 
3 
2 
4 
4 
3 
1 
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Sex: Female Day(s) Relative to Pairing (Litter: A) 


BNT162b2 
30mcg 


Provantis 


Individual Mating Performance 


20256434 


Pairing 
Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 


Type 


4 
1 
2 
3 
1 
0 
1 
2 
4 
3 
4 
3 
4 
4 
3 
1 
3 
3 


Zz 
vTuvuUVTVUUVUVUVUVUUVUUUUO. 


CONFIDENTIAL 


Page 433 


Test Facility Study No. 20256434 


19-Oct-2020 16:29:25 Page: 8 


FDA-CBER-2021-5683-0594264 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 16 


Sex: Female Day(s) Relative to Pairing (Litter: A) 


BNT162b2 
30mcg 


Provantis 


Individual Mating Performance 


20256434 


Pairing 
Male 


Pre-coital 
Interval 
(Days) 


Pregnancy 
Type 


3 
1 
1 
1 
1 
3 
4 
4 


vv, VT UVUUVUUU 
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Control Foetal Foetal Findings 
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Visceral Body (Rat), No abnormalities detected 
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Individual Foetal Visceral Observations 
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Visceral Body (Rat), Major blood vessel 
Umbilical artery, Transposed - (V) 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), Major blood vessel 
Umbilical artery, Transposed - (V) 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
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Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
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Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 


Visceral Body (Rat), No abnormalities detected 
Visceral Head (Rat), No abnormalities detected 
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Visceral Head (Rat), No abnormalities detected 
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Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Individual Foetal Skeletal Observations 


, Vertebra 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 


Provantis 
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Control Foetal Foetal Findings 
Omcg Sex Weight 
(g) 
Dam: 4 (Continued...) 


16 F 471 
Dam: 5 Pregnancy Type: P 


ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 


, No abnormal 
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Omcg Sex Weight 
(g) 


Dam: 6 (Continued... 


Phalanx, Unossified - (A), [bilateral] 
Body (Rat-G21 
Metatarsal, Unossified, 1st digit - (V), [bilateral] 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
Body (Rat-G21 


eta 


eta 


eta 


Cervical, Unossified centrum - (V) 


eta 


etal 


eta 


eta 


eta 


eta 


eta 


eta 


eta 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


upernumerary 
upernumerary 


Head 


Head 


upernumerary 


Head 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 
upernumerary 


Rat-G21 


lumbar - (A), [right] 
lumbar, short - (V), [left] 


, Hindpaw 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, Vertebra 


, No abnormalities detected 


, Ribs 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [right] 


No abnormalities detected 
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Control Foetal Foetal Findings 

Omcg Sex Weight 

(g) 
Dam: 6 (Continued...) 


10 F 5 39 
Dam: 7 Pregnancy Type: P 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [right] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), No abnormalities detected 
Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [left] 
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Dam: 7 (Continued... 


F 
Pregnancy Type: P 


eta 


eta 
eta 


eta 
eta 
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eta 


eta 
eta 


etal 
etal 


etal 


etal 


Thoracic, Incomplete ossification of centrum, 10th to 13th. - (A) 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


upernumerary lumbar, short - (V), 


Body (Rat-G21 


Head (Rat-G21 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


, Vertebra 


ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
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ities detected 
ities detected 
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, No abnormal 
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Control Foetal Foetal Findings 
Omcg Sex Weight 
(g) 


Dam: 9 


Pregnancy Type: P 


etal Body (Rat-G21 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal Body (Rat-G21 


letal Head (Rat-G21 


etal Body (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, Skull 


rietal, Incomplete ossification - (V) 


, Forepaw 


Phalanx, Unossified - (A), [bilateral] 


etal Body (Rat-G21 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal Body (Rat-G21 


letal Head (Rat-G21 


etal Body (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal Body (Rat-G21 


etal Head (Rat-G21 


etal Body (Rat-G21 
hick - (A), [bilateral] 
upernumerary lumbar, short - (V), [bilateral] 


etal Head (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, Ribs 


, No abnormalities detected 
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Omcg Sex Weight 
(g) 


Dam: 9 (Continued... 


eta 


Body (Rat-G21 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


eta 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


etal 


etal 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [right] 


etal 


eta 


eta 


eta 


etal 


etal 


Body (Rat-G21 


hick - (A), [right] 
upernumerary lumbar, short - (V), [bilateral] 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Head (Rat-G21 


, Ribs 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, Skull 


rietal, Incomplete ossification - (V) 


, Ribs 


, No abnormalities detected 
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Omcg Sex Weight 
(g) 
) 


Dam: 10 (Continued... 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Vertebra 
Cervical, Odontoid process unossified - (V) 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [bilateral] 

etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 

etal Body (Rat-G21), Sternebra 

Sternebra, Incomplete ossification, 1st/3rd - (A), [3rd bipartite] 
Sternebra, Incomplete ossification, 2nd/4th - (V), [2nd and 4th bipartite] 
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Omcg Sex Weight 
(g) 
) 


Dam: 11 (Continued... 


Sternebra, Minor fusion - (A\ 


etal Body (Rat-G21 
Cervical, Odontoid process 


etal Head (Rat-G21 


‘al Body (Rat-G21 


letal Head (Rat-G21 


‘al Body (Rat-G21 


Body (Rat-G21 


letal Head (Rat-G21 


etal Body (Rat-G21 
etal Head (Rat-G21 


etal Body (Rat-G21 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal Body (Rat-G21 


etal Head (Rat-G21 


), [1st and 2nd] 
, Vertebra 
unossified - (V) 


Unossified centrum - (V) 


, No abnormalities detected 


, Hindpaw 


Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


, No abnormalities detected 


, Hindpaw 


Unossified, proximal 2nd to 5th digits - (V), [left] 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Hindpaw 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 
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Control Foetal Foetal Findings 
Omcg Sex Weight 
(g) 


Dam: 12 


Pregnancy Type: P 


eta 
eta 


eta 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 
eta 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


ities detected 


bilateral] 
ities detected 


, No abnormalities detected 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 
eta 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


ities detected 


bilateral] 
ities detected 


, No abnormalities detected 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 
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Control Foetal Foetal Findings 
Omcg Sex Weight 
(g) 


Dam: 13 


Pregnancy Type: P 


etal 


etal 


etal 


etal 


etal 


eta 


eta 


eta 


eta 


eta 


eta 


eta 


a 


Ribs, Supernumerary lumbar, short - (V), 


Body (Rat-G21 


Unossified, proxima 


Head (Rat-G21 


Body (Rat-G21 


Unossified, proxima 


Head (Rat-G21 


Body (Rat-G21 


Unossified, proxima 


Head (Rat-G21 


Body (Rat-G21 


Unossified, proxima 


Head (Rat-G21 


Body (Rat-G21 
Unossified, proxima 


Head (Rat-G21 


Body (Rat-G21 


Unossified, proxima 


Head (Rat-G21 


Body (Rat-G21 


, Hindpaw 
2nd to 5th digits - (V), [bilateral] 


, Hindpaw 
2nd to 5th digits - (V), [bilateral] 


, No abnormal 


, No abnormal 
, Hindpaw 
, No abnormal 
, Hindpaw 
, No abnormal 
, Hindpaw 
, No abnormal 
, Hindpaw 


, No abnormal 


, Ribs 


2nd to 5th digits - (V), [bilatera 


2nd to 5th digits - (V), [bilatera 


2nd to 5th digits - (V), [bilatera 
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ities detected 


ities detected 


2nd to 5th digits - (V), [left] 


ities detected 


ities detected 


ities detected 


ities detected 
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Omcg Sex Weight 
(9) 


Pregnancy Type: P 


etal 


etal 


eta 
eta 


eta 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


, Ribs 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


eta 


eta 
eta 


eta 


Head 


Head 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


eta 


eta 
eta 


etal 


Head 


Head 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 
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Omcg Sex Weight 
(g) 
) 


Dam: 14 (Continued... 


Ribs, Supernumerary lumbar, short - (V), 


etal 


etal 


etal 


etal 


etal 


etal 
etal 


etal 


etal 


eta 
eta 


eta 


eta 


Head 


Rat-G21 


Body (Rat-G21 
Cervical, Odontoid process 


Head 


Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


, No abnormal 


, Vertebra 

, No abnormal 
, Ribs 

, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


, No abnormal 
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unossified - (V) 


right] 
ities detected 


ities detected 


left] 
ities detected 


ities detected 
ities detected 


bilateral] 
ities detected 


ities detected 
ities detected 


bilateral] 
ities detected 
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Omcg Sex Weight 
(g) 
) 


Dam: 15 (Continued... 


etal 


etal 


upernumerary 


etal 


etal 


upernumerary 


etal 


etal 


upernumerary 


eta 


eta 


upernumerary 


eta 


eta 


upernumerary 


eta 


eta 


Ribs, Supernumerary 
Ribs, Supernumerary 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
lumbar, short - (V), [left 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


lumbar, short - (V), [left 


lumbar, short - (V), [lef 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [right] 


, No abnormalities detected 
, Ribs 
, No abnormalities detected 
, Ribs 
, No abnormalities detected 


, Ribs 


, No abnormalities detected 


lumbar - (A), [left] 
lumbar, short - (V), [right] 


, Ribs 
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Individual Foetal Skeletal Observations 


20256434 


Omcg Sex Weight 
(g) 
) 


Dam: 16 (Continued... 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [left] 

etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Vertebra 

ic, Incomplete ossification of centrum, 10th to 13th. - (A) 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
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Omcg Sex Weight 
(g) 
) 


Dam: 17 (Continued... 


Pregnancy Type: P 


a 


eta 


eta 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Forepaw 


Phalanx, Unossified - (A), [bilateral] 


eta 


Body (Rat-G21 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


etal 


etal 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal 


Cervical, Odontoid process 
ic, Incomplete ossification of centrum, 10th to 13th. - (A), [11th bipartite] 


eta 


eta 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


, Vertebra 


unossified - (V) 


, No abnormal 


, Hindpaw 


ities detected 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


eta 
eta 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


ities detected 


ities detected 
ities detected 


Ribs, Supernumerary lumbar, short - (V), 


left] 
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Omcg Sex Weight 
(g) 
) 


Dam: 18 (Continued... 


eta 


eta 
eta 


eta 
eta 


eta 
eta 


etal 
etal 


eta 
eta 


eta 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [right] 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Hindpaw 


ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


, No abnormal 


, Ribs 
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Omcg Sex Weight 
(g) 
) 


Dam: 19 (Continued... 


eta 


et 


etal 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Body (Rat-G21 


Lumbar, Number = 7 - (A) 


etal 


etal 


etal 


eta 
eta 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


, No abnormal 
, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, Vertebra 


, No abnormal 


, Ribs 


, No abnormal 


, No abnormal 


ities detected 
ities detected 


left] 
ities detected 


left] 


ities detected 


upernumerary cervical - (A), [left, short] 


ities detected 


ities detected 


, No abnormal 


ities detected 


Dam: 20 Pregnancy Type: NPE 


Dam: 21 Pregnancy Type: P 
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Provantis 


Individual Foetal Skeletal Observations 


20256434 
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Omcg Sex Weight 
(g) 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [right] 

etal Body (Rat-G21), Hindpaw 

Metatarsal, Unossified, 1st digit - (V), [right] 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Vertebra 

Cervical, Odontoid process unossified - (V) 

Cervical, Unossified centrum - (V) 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 
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Omcg Sex Weight 
(g) 
) 


Dam: 21 (Continued... 


etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Body (Rat-G21), Vertebra 

Cervical, Odontoid process unossified - (V) 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [right] 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
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Omcg Sex Weight 
(g) 
) 


Dam: 22 (Continued... 


eta 


eta 
eta 


eta 
eta 


eta 


Cervical, Odontoid process 


etal 


etal 


eta 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Vertebra 


, No abnormal 


, No abnormal 


, No abnormal 


CONFIDENTIAL 


unossified - (V) 


ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 


ities detected 
ities detected 
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BNT162b1 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


Dam: 23 


Pregnancy Type: P 


eta 
eta 


eta 


eta 


eta 


eta 


eta 


etal 


etal 


etal 


etal 


etal 


eta 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


upernumerary lumbar, short - (V), 


Head (Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar - (A), [right] 
upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 
Ribs, Wavy - (A), 


right, 11th] 
upernumerary lumbar, short - (V), 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, No abnormal 
, No abnormal 


, Ribs 


, No abnormal 


, Ribs 


, No abnormal 


, Ribs 


, Vertebra 


, No abnormal 


, Ribs 


, No abnormal 


, No abnormal 


ities detected 
ities detected 


right] 
ities detected 


left] 
ities detected 


left] 


ic, Incomplete ossification of centrum, 10th to 13th. - (A) 


ities detected 


left] 
ities detected 


ities detected 


, No abnormal 
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Individual Foetal Skeletal Observations 


20256434 


BNT162b1 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


Dam: 24 Pregnancy Type: P 


etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [right] 

etal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [bilateral] 
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30mcg Sex Weight 
(g) 
) 


Dam: 24 (Continued... 


Head 


Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [left] 


eta 


eta 


Head 


Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [right] 


eta 


etal 


etal 


etal 


etal 


eta 


Head 


Head 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 
, No abnormalities detected 
, Ribs 
, No abnormalities detected 


, No abnormalities detected 


No abnormalities detected 
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eta 
eta 


eta 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Individual Foetal Skeletal Observations 


, No abnormal 
, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 


Head 


Rat-G21 


Body (Rat-G21 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 
eta 


eta 
eta 


eta 
eta 


eta 


eta 


Head 


Head 


Head 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), 


Head 


Rat-G21 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


Provantis 


20256434 


30mcg Sex Weight 
(g) 
) 


(Continued... 


ities detected 
ities detected 


bilateral] 
ities detected 


right] 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


right] 


, No abnormal 
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eta 
eta 
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eta 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Individual Foetal Skeletal Observations 


, No abnormal 


, No abnormal 


, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 


Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 
eta 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


, No abnormal 
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20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 26 (Continued... 


ities detected 


, No abnormalities detected 


ities detected 


, No abnormalities detected 


ities detected 


, No abnormalities detected 


ities detected 
ities detected 


right] 
ities detected 


left] 
ities detected 


ities detected 


, No abnormal 


, No abnormal 
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Individual Foetal Skeletal Observations 
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30mcg Sex Weight 
(g) 
) 


Dam: 27 (Continued... 


eta 


eta 
eta 


etal 


upernumerary lumbar, short - (V), 


etal 


etal 


et 


eta 


eta 


eta 


eta 
eta 


etal 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), 
Head (Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 
, No abnormal 
, Ribs 
, No abnormal 


, No abnormal 


ities detected 


ities detected 
ities detected 


bilateral] 
ities detected 


ities detected 
ities detected 


bilateral] 
ities detected 


bilateral] 
ities detected 


ities detected 


, No abnormal 


, Ribs 
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30mcg Sex Weight 
(g) 
) 


Dam: 28 (Continued... 


Ribs, Supernumerary lumbar, short - (V), 


etal 


eta 
eta 


eta 


eta 


eta 


etal 


eta 
eta 


eta 
eta 


eta 


eta 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), 


Head (Rat-G21 


, No abnormal 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, No abnormal 


, No abnormal 


, Ribs 


, No abnormal 
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bilateral] 
ities detected 


, No abnormalities detected 


ities detected 


bilateral] 
ities detected 


bilateral] 
ities detected 


, No abnormalities detected 


ities detected 


, No abnormalities detected 


ities detected 


left] 
ities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 29 (Continued... 


eta 


eta 


eta 
eta 


eta 
eta 


etal 


eta 


eta 


eta 


eta 
eta 


eta 


etal 


Body (Rat-G21), Ribs 


upernumerary lumbar, short - (V), [bilateral] 


Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), No abnormalities detected 


Head 


Rat-G21), No abnormalities detected 


Body (Rat-G21), No abnormalities detected 


Head 


Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 


Head 


Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [right] 


Head 


ncomplete 


Rat-G21), No abnormalities detected 


Rat-G21), No abnormalities detected 


Rat-G21), Skull 
ossification - (A) 


Body (Rat-G21), No abnormalities detected 


Head 


Rat-G21), No abnormalities detected 


Body (Rat-G21), No abnormalities detected 
No abnormalities detected 
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Individual Foetal Skeletal Observations 
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30mcg Sex Weight 
(g) 
) 


Dam: 30 (Continued... 


etal 


etal 


etal 


etal 


etal 


etal 
etal 


etal 


etal 


etal 


etal 


etal 


etal 


Body (Rat-G21 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [left] 
Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


upernumerary 


Head 


Rat-G21 


Body (Rat-G21 


upernumerary 


Head 


Rat-G21 


Body (Rat-G21 


upernumerary 


Head 


Rat-G21 


lumbar, short - (V), 


lumbar, short - (V), 


lumbar, short - (V), 


, Hindpaw 

, Ribs 

, No abnormal 
, Ribs 


, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 
, No abnormal 
, Ribs 
, No abnormal 


, Ribs 


bilateral] 
ities detected 


right] 
ities detected 


ities detected 
ities detected 


left] 
ities detected 


bilateral] 
ities detected 


bilateral] 


, No abnormal 
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30mcg Sex Weight 
(g) 
) 


Dam: 31 (Continued... 


etal Body (Rat-G21), No abnormalities detected 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Body (Rat-G21), Vertebra 
Cervical, Odontoid process unossified - (V) 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [right] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Vertebra 
Cervical, Odontoid process unossified - (V) 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Body (Rat-G21), Vertebra 

Cervical, Odontoid process unossified - (V) 
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Individual Foetal Skeletal Observations 
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30mcg Sex Weight 
(g) 
) 


Dam: 32 (Continued... 


upernumerary 


upernumerary 


upernumerary 


etal Body (Rat- 
upernumerary lumbar, short - (V 
etal Body (Rat- 
Cervical, Odontoid process 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat- 


letal Head (Rat-G21 


etal Body (Rat- 
upernumerary 
letal Head (Rat-G21 


etal Body (Rat- 


etal Head (Rat-G21 


letal Head (Rat-G21 


Ribs, Supernumerary 


G21), Ribs 


G21), Vertebra 


G21), Ribs 
lumbar, short - (V 


G21), Ribs 
lumbar, short - (V 


G21), Ribs 
lumbar, short - (V 


etal Body (Rat-G21), Ribs 


lumbar, short - (V 


letal Body (Rat-G21), Ribs 


lumbar, short - (V 


) 


unossified - (V) 


letal Head (Rat-G21), No abnormalities detected 


, [bilateral] 


, [bilateral] 


, No abnormalities detected 


, [bilateral] 


, No abnormalities detected 


, [bilateral] 


, No abnormalities detected 


, [right] 


, No abnormalities detected 


, [bilateral] 
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30mcg Sex Weight 
(g) 
) 


Dam: 32 (Continued... 


eta 


eta 
eta 


etal 


eta 


eta 
eta 


etal 
etal 


eta 
eta 


eta 
eta 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head 


hick - (A), [right] 
upernumerary lumbar, short - (V), [bilateral] 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [left] 


Head 


Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


(Continued... 


Unossified, proxima 


Unossified, proxima 


Unossified, proxima 


Unossified, proxima 


letal Head (Rat-G21), No abnormalities detected 


‘al Body (Rat-G21), Hindpaw 


letal Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), Hindpaw 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 


2nd to 5th digits - (V), [bilateral] 


etal Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), Forepaw 
Unossified - (A), [bilateral] 

Body (Rat-G21), Hindpaw 
Metatarsal, Unossified, 1st digit - (V), [bilateral] 


2nd to 5th digits - (V), [bilatera 


2nd to 5th digits - (V), [bilatera 


2nd to 5th digits - (V), [bilatera 
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30mcg Sex Weight 
(g) 
) 


Dam: 34 (Continued... 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [bilateral] 

etal Body (Rat-G21), Hindpaw 

Metatarsal, Unossified, 1st digit - (V), [bilateral] 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar - (A), [right] 
upernumerary lumbar, short - (V), [left] 

etal Body (Rat-G21), Sternebra 

Sternebra, Asymmetric - (A), [4th] 

Sternebra, Incomplete ossification, 2nd/4th - (V) 
Sternebra, Unossified, 5th - (A) 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

Ribs, Supernumerary lumbar - (A), [left] 

Ribs, Supernumerary lumbar, short - (V), [right] 
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30mcg Sex Weight 
(g) 
) 


Dam: 34 (Continued... 


eta 


eta 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


eta 


eta 


eta 


Cervical, Odontoid process 


etal 


eta 
eta 


eta 


eta 


eta 


eta 


eta 


Head (Rat-G21 


Body (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Hindpaw 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, Vertebra 


unossified - (V) 


, No abnormal 


left] 
ities detected 


bilateral] 


ities detected 


, No abnormalities detected 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 


CONFIDENTIAL 


ities detected 


bilateral] 
ities detected 


bilateral] 
ities detected 
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Individual Foetal Skeletal Observations 


20256434 
BNT162b1 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 
Dam: 35 (Continued...) 


Ribs, Supernumerary lumbar, short - (V), [left] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Body (Rat-G21), Vertebra 
Cervical, Odontoid process unossified - (V) 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 

etal Body (Rat-G21), Sternebra 

Misshapen - (A), [1st] 

etal Body (Rat-G21), Vertebra 

Cervical, Fused arch - (A), [4th and 5th left] 

Cervical, Multiple abnormalities - (M), [1st to 7th splayed] 

Sacral, Misshapen arch - (A), [‘st left] 

Thoracic, Multiple abnormalities - (M), [1st to 7th centra misshapen, 3rd centrum small and misaligned, 6th and 7th centra fused; 3rd right arch absent, 7th left arch 
absent; 3rd right rib absent, 7th left rib absent] 


CONFIDENTIAL 
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Dam: 35 (Continued... 


Thoracic, Number = 14 - (A 


Cranium, Acrania - (M) 


etal Head (Rat-G21 


nossified, proxima 


Unossified, proxima 


Unossified, proxima 


Unossified, proxima 


Unossified, proxima 


Body (Rat-G21), Hindpaw 


etal Body (Rat-G21), Hindpaw 


letal Head (Rat-G21), No abnorma 


etal Body (Rat-G21), Hindpaw 


letal Head (Rat-G21), No abnorma 


etal Body (Rat-G21), Hindpaw 


letal Head (Rat-G21), No abnorma 


Unossified, proxima 


Provantis 


Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 
) 


Body (Rat-G21), Hindpaw 


2nd to 5th digits - (V), 


Head (Rat-G21), No abnormalities detected 


2nd to 5th digits - (V), 


letal Head (Rat-G21), No abnormalities detected 


2nd to 5th digits - (V), 


2nd to 5th digits - (V), 


2nd to 5th digits - (V), 


Body (Rat-G21), Hindpaw 


2nd to 5th digits - (V), 


CONFIDENTIAL 


bilateral] 


left] 


bilateral] 


ities detected 


left] 


ities detected 


bilateral] 


ities detected 


bilateral] 


Page 655 
Test Facility Study No. 20256434 


07-Dec-2020 11:04:11 Page: 42 


FDA-CBER-2021-5683-0594426 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 22 
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30mcg Sex Weight 
(g) 
) 


Dam: 36 (Continued... 


eta 


etal 


etal 


etal 


eta 


eta 
eta 


eta 
eta 


eta 


eta 


eta 


eta 


eta 


Body (Rat-G21 


ic, Bipartite ossificati 
ic, Incomplete ossification of centrum, 10th to 13th. - (A) 


Head (Rat-G21 


Body (Rat-G21 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [right] 
Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


, Vertebra 
ion of centrum 


, Hindpaw 
, Ribs 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


- (A), [42th] 


, No abnormalities detected 


upernumerary cervical - (A), [left, short] 


ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


bilateral] 
ities detected 


bilateral] 


, No abnormal 


, Ribs 
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Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 37 (Continued... 


Ribs, Supernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [left] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal No abnormalities detected 


CONFIDENTIAL 
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30mcg Sex Weight 
(g) 


Dam: 38 (Continued... 


Dam: 39 Pregnancy Type: NPE 


Dam: 40 Pregnancy Type: P 


1 F 491 
2 F 4.60 


eta 
eta 


eta 
eta 


eta 
eta 


eta 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal 


etal 


etal 


etal 


Body (Rat-G21 
Head (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [right] 


, No abnormalities detected 


Skeletal Body (Rat-G21), No abnormalities detected 
Skeletal Head (Rat-G21), No abnormalities detected 


CONFIDENTIAL 
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Individual Foetal Skeletal Observations 
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30mcg Sex Weight 
(g) 
) 


Dam: 40 (Continued... 


eta 
eta 


eta 
eta 


eta 
eta 


etal 
etal 


eta 


eta 


eta 


eta 


eta 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Head 


Head 


Head 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [right] 


Body (Rat-G21 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 
, No abnormal 


, Ribs 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


left] 
ities detected 


right] 


, No abnormal 


, Hindpaw 


, Ribs 


CONFIDENTIAL 
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Individual Foetal Skeletal Observations 
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30mcg Sex Weight 
(g) 
) 


Dam: 41 (Continued... 


Pregnancy Type: P 
M 


Ribs, Supernumerary lumbar - (A), [right] 


letal Head (Rat-G21 


etal Body (Rat-G21 
letal Head (Rat-G21 


etal Body (Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, General 


Vertebra, Presacral vertebral arches = 27 - (A), [left] 


etal Body (Rat-G21 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal Body (Rat-G21 


letal Head (Rat-G21 


etal Body (Rat-G21 


, Ribs 


upernumerary lumbar - (A), [bilateral] 


, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal Body (Rat-G21 
etal Body (Rat-G21 


Cervical, Odontoid process 
etal Head (Rat-G21 


etal Body (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, Vertebra 
unossified - (V) 
, No abnormalities detected 


, General 


Vertebra, Presacral vertebral arches = 27 - (A), [left] 


etal Body (Rat-G21 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal 


Ribs 
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30mcg Sex Weight 
(g) 


Dam: 42 (Continued... 


Ribs, Supernumerary lumbar, short - (V), [bilateral] 


etal 


etal 


eta 


etal 


etal 


etal 


etal 


etal 


a 


etal 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Body (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Unossified, proximal 2nd to 5th digits - (V), [right] 


Head (Rat-G21 


, Vertebra 


ic, Incomplete ossification of centrum, 10th to 13th. - (A) 


, Skull 


rietal, Incomplete ossification - (V) 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, Hindpaw 


Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


, No abnormalities detected 


, Hindpaw 


Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, Vertebra 


Unossified centrum - (V) 


, No abnormalities detected 


, Hindpaw 


, No abnormalities detected 
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Dam: 42 (Continued... 


Pregnancy Type: FME 


Pregnancy Type: P 


eta 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


eta 


eta 
eta 


etal 


Body (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Provantis 


Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 


, Hindpaw 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [left] 


eta 


eta 


eta 
eta 


etal 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Vertebra 


Cervical, Unossified centrum - (V) 


etal 


eta 
eta 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, No abnormalities detected 


No abnormalities detected 


CONFIDENTIAL 
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eta 
eta 


eta 


eta 


eta 
eta 


etal 


etal 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [left] 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Provantis 


Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 44 (Continued... 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 


, No abnormalities detected 
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Individual Foetal Skeletal Observations 
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BNT162b2 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


Dam: 45 


Pregnancy Type: P 


etal 


etal 


eta 
eta 


eta 
eta 


etal 
etal 


etal 


etal 


eta 
eta 


eta 
eta 


etal 


etal 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Head 


Rat-G21 


, Ribs 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


No abnormalities detected 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594498 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 665 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 22 

Provantis 07-Dec-2020 11:04:11 Page: 52 


Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 46 (Continued... 


letal Body (Rat-G21), Ribs 

upernumerary lumbar - (A), [right] 
upernumerary lumbar, short - (V), [left] 

letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar - (A), [left] 
upernumerary lumbar, short - (V), [right] 

letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar - (A), [bilateral 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 46 (Continued... 


etal 


etal 


etal 


etal 


etal 


etal 


etal 


eta 


eta 


eta 


eta 


eta 


upernumerary 


upernumerary 


upernumerary 


upernumerary 


upernumerary 


upernumerary 


eta 


Body (Rat-G21 
Head (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
lumbar, short - (V), [right] 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Body (Rat-G21 


lumbar - (A), [bilateral 


, Ribs 


lumbar, short - (V), [bilateral] 


, No abnormalities detected 
, Ribs 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [bilateral] 


, No abnormalities detected 
, Ribs 
, No abnormalities detected 


, Ribs 


lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [bilateral] 


, Vertebra 


ic, Incomplete ossification of centrum, 10th to 13th. - (A), [12th bipartite] 


No abnormalities detected 
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Individual Foetal Skeletal Observations 
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30mcg Sex Weight 
(g) 
) 


Dam: 47 (Continued... 


etal 


Body (Rat-G21 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 


, Ribs 


, No abnormalities detected 


upernumerary lumbar, short - (V), [bilateral] 


etal 


eta 
eta 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 
, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 
eta 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


ities detected 
ities detected 


right] 
ities detected 


ities detected 
ities detected 


bilateral] 


, No abnormal 


, Ribs 
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30mcg Sex Weight 
(g) 
) 


Dam: 48 (Continued... 


Ribs, Supernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
hick - (A), [bilateral] 
upernumerary lumbar, short - (V), [right] 

letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Body (Rat-G21), Vertebra 

Cervical, Odontoid process unossified - (V) 

ic, Incomplete ossification of centrum, 10th to 13th. - (A) 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [bilateral] 

etal Body (Rat-G21), Hindpaw 

Metatarsal, Unossified, 1st digit - (V), [bilateral] 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar - (A), [left] 

upernumerary lumbar, short - (V), [right] 

etal - No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 49 (Continued... 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [left] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar - (A), [bilateral] 

letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
etal Head (Rat-G21), No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 50 (Continued... 


etal 


etal 


Cervical, Odontoid process 


etal 


etal 


eta 


eta 


eta 


eta 


eta 
eta 


etal 


etal 


Body (Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Unossified, proxima 


Rat-G21 


Body (Rat-G21 
Unossified, proxima 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Unossified, proxima 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, Ribs 


upernumerary lumbar, short - (V 


, Vertebra 


, Hindpaw 


, Hindpaw 


, Hindpaw 


, Ribs 


upernumerary lumbar, short - (V 


unossified - (V) 
, No abnormalities detected 


, [bilateral] 


2nd to 5th digits - (V), [right] 
, No abnormalities detected 


2nd to 5th digits - (V), [bilateral] 
, No abnormalities detected 


2nd to 5th digits - (V), [left] 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, [bilateral] 


, No abnormalities detected 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594804 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 22 


Individual Foetal Skeletal Observations 


Provantis 


20256434 


Page 671 
Test Facility Study No. 20256434 


07-Dec-2020 11:04:11 Page: 58 


30mcg Sex Weight 
(g) 
) 


Dam: 51 (Continued... 


eta 
eta 


etal 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 
, No abnormal 


, Hindpaw 


ities detected 
ities detected 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


etal 


etal 


eta 


eta 
eta 


etal 


etal 


etal 


etal 


etal 


eta 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


hick - (A), [right] 


Head (Rat-G21 


Body (Rat-G21 


upernumerary lumbar, short - (V), 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


, No abnormal 
, Vertebra 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


, No abnormal 


, Ribs 


, No abnormal 


, No abnormal 


, No abnormal 
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ic, Incomplete ossification of centrum, 10th to 13th. - (A) 


ities detected 


ities detected 
ities detected 


ities detected 


left] 
ities detected 


ities detected 
ities detected 
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Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 52 (Continued... 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
hick - (A), [bilateral] 
Ribs, Wavy - (A), [bilateral, 11th and 12th 
etal Head (Rat-G21), Skull 

, Incomplete ossification - (V) 
Squamosal, Incomplete ossification - (V) 


etal Body (Rat-G21), No abnormalities detected 
etal Head (Rat-G21), No abnormalities detected 


Pregnancy Type: P 


M etal Body (Rat-G21), Hindpaw 

nossified, proximal 2nd to 5th digits - (V), [right] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

letal Head (Rat-G21), Skull 

Interparietal, Incomplete ossification - (V) 


letal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [bilateral] 
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Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 53 (Continued... 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [left] 

letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [bilateral] 

etal Body (Rat-G21), Hindpaw 

Metatarsal, Unossified, 1st digit - (V), [bilateral] 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Body (Rat-G21), Sternebra 

Sternebra, Incomplete ossification, 2nd/4th - (V), [2nd bipartite] 
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30mcg Sex Weight 
(g) 
) 


Dam: 53 (Continued... 


Pregnancy Type: P 
M 


Skeletal Body (Rat-G21), Vertebra 
Caudal, Number < 5 - (A) 
Cervical, Odontoid process unossified - (V) 
Cervical, Unossified centrum - (V) 
Lumbar, Number = 7 - (A) 
etal Head (Rat-G21), Skull 
Supraoccipital, Incomplete ossification - (V) 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar - (A), [right] 

upernumerary lumbar, short - (V), [left] 

letal Head (Rat-G21), No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 54 (Continued... 
3 M 


eta 


Body (Rat-G21 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


et 


eta 


et 


eta 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


upernumerary lumbar - (A), [left] 
upernumerary lumbar, short - (V), [right] 


Body (Rat-G21 


Lumbar, Number = 7 - (A) 


eta 


eta 


eta 


eta 


eta 


eta 


eta 


upernumerary 


upernumerary 


upernumerary 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Body (Rat-G21 


Lumbar, Number = 7 - (A) 


eta 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Ribs 


, Vertebra 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [left] 


, No abnormalities detected 


, Ribs 


lumbar, short - (V), [left] 


, No abnormalities detected 


, Ribs 


lumbar - (A), [bilateral] 


, Vertebra 


No abnormalities detected 
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Individual Foetal Skeletal Observations 


20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 54 (Continued... 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [left] 


etal 


eta 
eta 


eta 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [right] 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [left] 


etal 


eta 
eta 


eta 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 


No abnormalities detected 
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Pregnancy Type: NPE 


Pregnancy Type: P 


Individual Foetal Skeletal Observations 


Provantis 


20256434 


30mcg Sex Weight 
(g) 


Dam: 55 (Continued... 


Skeletal Body (Rat-G21), No abnormalities detected 
Skeletal Head (Rat-G21), No abnormalities detected 


eta 
eta 


etal 


etal 


etal 
etal 


etal 


etal 


etal 


etal 


etal 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V 


, [bilateral] 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V 


, [bilateral] 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, Ribs 
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Individual Foetal Skeletal Observations 


20256434 
BNT162b2 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 
Dam: 57 (Continued...) 


Ribs, Supernumerary lumbar - (A), [right] 
Ribs, Supernumerary lumbar, short - (V), [left] 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), General 

Vertebra, Presacral vertebral arches = 27 - (A), [left] 

etal Body (Rat-G21), Ribs 

upernumerary lumbar - (A), [left] 

upernumerary lumbar, short - (V), [right] 

etal Body (Rat-G21), Vertebra 

Cervical, Odontoid process unossified - (V) 

Cervical, Unossified centrum - (V) 

ic, Incomplete ossification of centrum, 10th to 13th. - (A) 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 
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Individual Foetal Skeletal Observations 


20256434 
BNT162b2 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 
Dam: 58 (Continued...) 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Body (Rat-G21), Vertebra 
Cervical, Odontoid process unossified - (V) 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Body (Rat-G21), Sternebra 

Sternebra, Incomplete ossification, 1st/3rd - (A) 

Sternebra, Incomplete ossification, 2nd/4th - (V) 

etal Body (Rat-G21), Vertebra 

Caudal, Number < 5 - (A) 

Cervical, Incomplete ossification of arch - (A), [5th and 6th] 

Cervical, Odontoid process unossified - (V) 

Thoracic, Incomplete ossification of centrum, 1st to 9th - (A) 
Skeletal Head (Rat-G21), No abnormalities detected 


Skeletal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [bilateral] 
Skeletal Head (Rat-G21), No abnormalities detected 


Skeletal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [bilateral] 
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30mcg Sex Weight 
(g) 


M 
Pregnancy Type: P 


eta 


etal 


etal 


etal 


etal 


eta 
eta 


eta 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [left] 


etal 


etal 


etal 


etal 


eta 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


upernumerary lumbar - (A), [right] 
upernumerary lumbar, short - (V), [left] 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, Ribs 


No abnormalities detected 
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eta 
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eta 


eta 


eta 


etal 


etal 


etal 


eta 


upernumerary 


upernumerary 


upernumerary 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Individual Foetal Skeletal Observations 


, Ribs 


lumbar, short - (V 
, No abnormalities detected 


, Ribs 


lumbar, short - (V 
, No abnormalities detected 


, Ribs 


lumbar, short - (V 


, Vertebra 


Provantis 


20256434 


30mcg Sex Weight 
(g) 
) 


Dam: 59 (Continued... 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, [bilateral] 


, [bilateral] 


, [bilateral] 


ic, Incomplete ossification of centrum, ‘st to 9th - (A) 
ic, Incomplete ossification of centrum, 10th to 13th. - (A) 
, No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 60 (Continued... 


eta 
eta 


eta 
eta 


eta 
eta 
eta 


eta 


eta 
eta 


etal 


etal 


etal 


etal Body (Rat-G21 
letal Head (Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, Skull 


rietal, Incomplete ossification - (V) 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [right] 


, No abnormalities detected 


, No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 61 (Continued... 


eta 


I, In 


eta 
eta 


eta 
eta 
eta 
eta 
eta 
eta 


eta 


eta 


eta 


eta 


Head 


Head 


Head 


Head (Rat-G21 
rietal, Incomplete ossification - (V) 
complete ossification - (V) 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 
Head (Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 
Body (Rat-G21 
ic, Incomplete ossification of centrum, 10th to 13th. - (A) 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [bilateral] 


Rat-G21 


Body (Rat-G21 


, Skull 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 
, No abnormalities detected 
, Ribs 

, Vertebra 
, No abnormalities detected 
, Ribs 
, No abnormalities detected 


, Ribs 


, No abnormalities detected 


, No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 62 (Continued... 


eta 


eta 
eta 


eta 


eta 


eta 
eta 


etal 
etal 


eta 
eta 


eta 
eta 


etal 


eta 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
hick - (A), [bilateral] 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, No abnormal 


, No abnormal 


, Ribs 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 


ities detected 


ities detected 


, No abnormalities detected 


ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 


, No abnormal 
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BNT162b2 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


Dam: 64 


Pregnancy Type: P 


eta 
eta 


eta 
eta 


eta 
eta 


eta 
eta 


etal 
etal 


eta 


Head 


Head 


Head 


Head 


Head 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Rat-G21 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


Body (Rat-G21), Vertebra 


Cervical, Incomplete ossification of arch - (A), [4th] 


eta 


ic, Incomplete ossific 
ic, Incomplete ossific 
Head (Rat-G21 
Fused - 


(M) 


Mandible, Misshapen - (A) 
Mandible, Short - (M) 
Supraoccipital, Incomplete ossification - (V’ 


, Skull 


ation of centrum, 1st to 9th - (A) 
ation of centrum, 10th to 13th. - (A) 
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BNT162b2 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


Dam: 65 


Pregnancy Type: P 


etal Body (Rat-G21), Hindpaw 


Metatarsal, Unossified, 1st digit - (V), [bilateral] 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [right] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 


Phalanx, Unossified - (A), [bilateral] 


Phalanx, Unossified, proxima 


Phalanx, Unossified, proxima 


letal Body (Rat-G21), Hindpaw 


2nd to 5th digits - (V), [bilateral] 


etal Head (Rat-G21), Skull 
ncomplete ossification - (A) 


etal Body (Rat-G21), Forepaw 
Phalanx, Unossified - (A), [bilateral] 
etal Body (Rat-G21), Hindpaw 


2nd to 5th digits - (V), [bilateral] 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Hindpaw 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


letal Body (Rat-G21), Ribs 
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30mcg Sex Weight 
(g) 
) 


Dam: 65 (Continued... 


Ribs, Supernumerary lumbar, short - (V), [bilateral] 

etal Body (Rat-G21), Vertebra 

ic, Incomplete ossification of centrum, 10th to 13th. - (A) 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [left] 

etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [left] 

etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Head (Rat-G21), Skull 

Interparietal, Incomplete ossification - (V) 
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30mcg Sex Weight 
(g) 


Dam: 65 (Continued... 


Dam: 66 Pregnancy Type: P 


Parietal, Incomplete ossification - (V) 


eta 
eta 


eta 
eta 


eta 


eta 


eta 
eta 


eta 


etal 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Vertebra 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 


ities detected 
ities detected 


ities detected 
ities detected 


ic, Incomplete ossification of centrum, 10th to 13th. - (A) 


ities detected 


ities detected 
ities detected 


ities detected 


, No abnormal 
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P 


eta 
eta 


eta 
eta 


eta 
eta 


eta 
eta 


etal 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Individual Foetal Skeletal Observations 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 


Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


eta 


eta 
eta 


eta 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
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20256434 


BNT162b3 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


regnancy Type: P 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


right] 
ities detected 


left] 


, No abnormal 


, No abnormal 


, Ribs 
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, No abnormalities detected 
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Individual Foetal Skeletal Observations 


20256434 
BNT162b3 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 
Dam: 68 (Continued...) 


Ribs, Supernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 


etal Body (Rat-G21), Vertebra 
Cervical, Odontoid process unossified - (V) 
letal Head (Rat-G21), No abnormalities detected 


Pregnancy Type: P 


M : etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [right] 
etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
etal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [right] 

etal No abnormalities detected 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594884 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 22 


Pregnancy Type: P 
F 


eta 
eta 


eta 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Individual Foetal Skeletal Observations 


, No abnormal 
, No abnormal 


, Hindpaw 
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30mcg Sex Weight 
(g) 
) 


Dam: 69 (Continued... 


ities detected 
ities detected 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


eta 
eta 


etal 
etal 


etal 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 


ities detected 


ities detected 
ities detected 


ities detected 


, No abnormal 


, Forepaw 


Phalanx, Unossified - (A), [left] 


eta 


Body (Rat-G21 


, Hindpaw 


ities detected 


Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


eta 


eta 


eta 


Body (Rat-G21 


Body (Rat-G21 
Incomplete ossif 


, Ribs 


, Sternebra 


Body (Rat-G21 


, Vertebra 


upernumerary lumbar, short - (V), [right] 


ication, 2nd/4th - (V) 


Cervical, Odontoid process unossified - (V) 
Thoracic, Incomplete ossification of centrum, ‘st to 9th - (A) 


CONFIDENTIAL 
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30mcg Sex Weight 
(g) 
) 


Dam: 70 (Continued... 


eta 


eta 


eta 


etal 


a 


etal 


eta 
eta 


eta 


eta 


eta 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Body (Rat-G21 
Head (Rat-G21 
Body (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [right] 


Head (Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Hindpaw 


Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


, No abnormalities detected 


, Forepaw 


Unossified - (A), [bilateral] 


, Hindpaw 


Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


, No abnormalities detected 


, Hindpaw 


Unossified, proximal 2nd to 5th digits - (V), [bilateral] 


, Ribs 


upernumerary lumbar, short - (V), [bilateral] 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Hindpaw 


, No abnormalities detected 


, No abnormalities detected 
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30mcg Sex Weight 
(g) 


Dam: 70 (Continued... 


Dam: 71 Pregnancy Type: P 


eta 


eta 


eta 


et 


eta 


eta 


eta 


etal 


etal 


etal 


etal 


etal 


upernumerary 


upernumerary 


upernumerary 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Body (Rat-G21 


Lumbar, Number = 7 - (A) 


etal 


Head (Rat-G21 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [right] 


, No abnormalities detected 


, Ribs 


, Vertebra 


upernumerary lumbar, short - (V), [left] 


ic, Incomplete ossification of centrum, ‘st to 9th - (A) 


, No abnormalities detected 


, Ribs 


lumbar, short - (V 


, [bilateral] 


, No abnormalities detected 


, Ribs 


lumbar, short - (V 


, [bilateral] 


, No abnormalities detected 


, Ribs 


lumbar, short - (V 


, Vertebra 


ilateral 


, No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 71 (Continued... 


M 


eta 


eta 


eta 


eta 


eta 


Phalanx, Unossified - 


eta 


etal 


eta 
eta 


eta 
eta 


eta 
eta 


eta 
eta 


upernumerary 


upernumerary 


upernumerary 


Body (Rat-G21 


Head (Rat-G21 
Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


lumbar, short - (V), 


, Ribs 


, Ribs 


, Forepaw 


A), [left] 


, Ribs 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 


lumbar, short - (V), [bilateral] 
, No abnormalities detected 


lumbar, short - (V), [left] 
, No abnormalities detected 


bilateral] 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


ities detected 


, No abnormal 
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Individual Foetal Skeletal Observations 


20256434 


BNT162b3 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


Dam: 73 Pregnancy Type: P 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [right] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


Dam: 74 Pregnancy Type: P 
1 F letal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [bilateral] 
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30mcg Sex Weight 
(g) 
) 


Dam: 74 (Continued... 


eta 


Body 


Rat-G21 


Lumbar, Number = 7 - (A) 


eta 


eta 
eta 


etal 


eta 


eta 
eta 


etal 


etal 


eta 


etal 


eta 
eta 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


upernumerary lumbar, short - (V), 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, Vertebra 


, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 


ities detected 


ities detected 
ities detected 


bilateral] 
ities detected 


ities detected 
ities detected 


, Skull 


rietal, Incomplete ossification - (V) 


, No abnormal 


, No abnormal 
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left] 


ities detected 


, No abnormalities detected 


ities detected 


, No abnormalities detected 
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Individual Foetal Skeletal Observations 


20256434 


BNT162b3 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 


Dam: 75 Pregnancy Type: P 
letal Body (Rat-G21), Ribs 


upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [lef 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left 
letal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
etal Body (Rat-G21), Vertebra 
Cervical, Odontoid process unossified - (V) 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Ribs 
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30mcg Sex Weight 
(g) 
) 


Dam: 75 (Continued... 


Ribs, Wavy - (A), [bilateral, 


Ribs, Supernumerary lumbar, short - (V), 
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eta 
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eta 


etal 


etal 


eta 


eta 


eta 


eta 


Ribs, Supernumerary 
Ribs, Supernumerary 


upernumerary 


upernumerary 
upernumerary 


upernumerary 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 


lumbar, short - (V), 


lumbar - (A), [right] 
lumbar, short - (V), 


lumbar, short - (V), 


11th and 12th 


, No abnormal 


, No abnormal 
, No abnormal 


, No abnormal 
, No abnormal 


, Ribs 
, No abnormal 


, Ribs 


, No abnormal 


, Ribs 


, No abnormal 


lumbar - (A), [left] 
lumbar, short - (V), 


, Ribs 


left] 
ities detected 


ities detected 
ities detected 


ities detected 
ities detected 


right] 
ities detected 


left] 
ities detected 


bilateral] 
ities detected 
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30mcg Sex Weight 
(g) 
) 


(Continued... 


Head 


Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [right] 


eta 


eta 
eta 


etal 


Head 


Head 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, Ribs 


upernumerary lumbar, short - (V), [right] 


eta 


eta 


eta 


eta 
eta 


eta 
eta 


eta 


etal 


Head 


Head 


Head 


Rat-G21 


Body (Rat-G21 
upernumerary lumbar, short - (V), [right] 


Rat-G21 


Body (Rat-G21 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


Body (Rat-G21 


Head 


Rat-G21 


, No abnormalities detected 
, Ribs 


, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 


No abnormalities detected 
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30mcg Sex Weight 
(g) 
) 


Dam: 77 (Continued... 


eta 
eta 


eta 


eta 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Body (Rat-G21 


Lumbar, Number = 7 - (A) 


eta 


eta 


etal 


eta 
eta 


eta 
eta 


etal 


etal 


etal 


Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 
Head (Rat-G21 


Body (Rat-G21 


Head (Rat-G21 


Body (Rat-G21 
Ribs, Supernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, Vertebra 


, No abnormal 


, Vertebra 


, No abnormal 


, No abnormal 


, No abnormal 


, Ribs 


upernumerary lumbar, short - (V), 


, No abnormal 


, Ribs 
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, No abnormalities detected 


ities detected 


bilateral] 


ities detected 


ic, Incomplete ossification of centrum, ‘st to 9th - (A) 


ities detected 


, No abnormalities detected 


ities detected 


, No abnormalities detected 


ities detected 


right] 
ities detected 
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Individual Foetal Skeletal Observations 


20256434 
BNT162b3 Foetal Foetal Findings 
30mcg Sex Weight 
(g) 
Dam: 78 (Continued...) 


Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
letal Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), No abnormalities detected 
Head (Rat-G21), No abnormalities detected 


Body (Rat-G21), Ribs 
Ribs, Wavy - (A), [bilateral] 
etal Head (Rat-G21), Skull 

Interparietal, Incomplete ossification - (V) 


Skeletal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [bilateral] 
Skeletal Head (Rat-G21), No abnormalities detected 


Skeletal Body (Rat-G21), Ribs 
Ribs, Supernumerary lumbar, short - (V), [left] 
Skeletal Head (Rat-G21), No abnormalities detected 
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30mcg Sex Weight 
(g) 
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Dam: 79 (Continued... 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [left] 
etal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Forepaw 

Phalanx, Unossified - (A), [bilateral] 

etal Body (Rat-G21), Hindpaw 

Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
letal Body (Rat-G21), Ribs 

upernumerary lumbar, short - (V), [bilateral] 

etal Body (Rat-G21), Vertebra 

, Number < 5 - (A) 
Cervical, Odontoid process unossified - (V) 

letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), No abnormalities detected 
etal Head (Rat-G21), No abnormalities detected 


letal Body (Rat-G21), Ribs 
upernumerary lumbar, short - (V), [bilateral] 
letal Head (Rat-G21), No abnormalities detected 


etal Body (Rat-G21), Hindpaw 
Phalanx, Unossified, proximal 2nd to 5th digits - (V), [bilateral] 
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Day(s): - Relative to Littering (Litter: A) 
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Combined Fertility and Developmental Study 
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1. PURPOSE 


This Phase Report describes the activities completed by VisMederi applying the 
Microneutralization (MN) assay for serological detection of SARS-CoV-2 specific 
neutralizing titers in animal sera relative to the “Work order 3” agreed between 
VisMederi Srl and BioNTech RNA Pharmaceuticals GmbH. 


2. STUDY MANAGEMENT 


The BNT162b1, BNT162b2 and BNT162b3 vaccine development candidates to prevent 
Covid-19 are based on an RNA platform and target the SARS-CoV-2 spike protein. 
They were evaluated through the 20256434 (Charles River Laboratories) study to 
assess potential effect of the vaccine product and the concomitant immune response 
on fertility and pre- and postnatal development in the Wistar Han rat. 


30 ug of BNT162b1, BNT162b2 and BNT162b3 vaccine candidates were administered 
by intramuscular (IM) injection, once on each of 4 dosing days (60 UL per dose) into 
the quadriceps muscle: 

e Pre-mating: Study Day 1 (21 days before mating, M-21) and Day 8 (14 days 

before mating, M-14). 

e Gestation Days 9 and 20. 
Animals received saline (Control item) or test article at doses of 30 ug mRNA/Dose 
Day. Table below shows group designations, vaccine dose, and subgroups 


identification. 
Experimental Design of the FO Generation 
Group Test Dose Level 
Number Material (ug/mRNA) Caesarean Subgroup Littering Subgroup 

1 | Control item 0 | 22 (1 to 22) 22 (201 to 222) = 

2 | BNT162b1 30 22 (23 to 44) 22 (223 to 244) 

3 anTi6202 | 30 22 (45 to 66) | 22 (245 to 266) 

4 BNT162b3 30 22 (67 to 88) | 22 (267 to 288) | 
CONFIDENTIAL Pag.3 of 29 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594688 


0901 77e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 823 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 26 


¥ 
VISMEDERI 


ANALYSIS FOR UPE LAPR GVEMINT Phase Report 


Study No. 20256434 (BNT_Work Order 3) 
Version 1.0 of 10 Dec 2020 


Samples for antibody analyses were collected prior to first vaccine dose (Pretest) and 
just before the mating (M-0) for all FO females. 

The Caesarean subset was subjected to caesarean section on Gestation Day 21 (GD- 
21) and serum samples from Caesarean Dams and Foetuses in each litter were 
collected. 

The sample collections from Littering Dams were performed at Lactation Day 21 (LD- 
21) and from pups in each litter on Postnatal Day 21 (PND-21). 


VisMederi performed immunogenicity tests on rat samples for detection of neutralizing 
titers to wild type live SARS-CoV-2 virus. 

The assay was performed according to VisMederi internal working instruction 
“Microneutralization CPE-based assay for SARS-COV-2” (WI-MNSARS-CoV-2), in 
accordance with the Good Clinical Laboratory Practice 2009/2013 (GCLP). 


VisMederi received a first shipment of serum samples on September 3"¢ 2020, 352 rat 
serum samples, from Charles River Laboratories, which contained “Pretest” time-point 
and “MO” (collected just before mating) samples. 

A second shipment of 342 serum samples was received on October 20" 2020 from 
Charles River Laboratories, which contained GD-21, LD-21, and PND-21 occasions. 
Upon arrival, all samples passed a visual check of the physical characteristics and 
correspondence with material shipping inventory, according to the SOP-HBM of 
VisMederi, and samples were stored in a -80 °C freezer (VM-F-008). 


Each serum sample was tested in duplicate for serological detection of SARS-CoV-2 
specific neutralizing antibodies. 

The SARS-CoV-2 2019 live wild type virus 2019-nCovV strain 2019-nCov/Italy-INMI1 
was obtained by VisMederi Srl from the European Virus Archive Global (EVAg). 
Detailed strain information are available at the following link: 
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https://www.european-virus-archive.com/virus/human-2019-ncov-strain-2019- 
ncovitaly-inmii-clade-v 


The virus growth was carried out by VisMederi Research Srl, according to VisMederi 
Research procedure “Virus Growth in cell culture” (SOP-VGC) in an epithelial cell line, 
VERO E6 cells (from kidney of a normal monkey Cercopithecus aethiops), provided by 
the American Type Culture Collection (ATCC - CRL 1586). 


The internal virus batch applied for MN analyses was 
VMR_SARSCOV2VEROE6_280420_C1. 

SARS-CoV-2 Microneutralization assay testing of the first shipment samples was 
performed on 15% — 25th September 2020 in the VisMederi BSL3 laboratories in 
accordance to the SOP-HSAL of VisMederi. 


The second panel of samples was analyzed on 4 — 12% November 2020. 


QA Statement and Regulatory Statement 

The work was conducted in accordance with the procedures in force and following 
the GCLP guidelines and under ISO 9001:2015. 

All laboratory staff involved were trained in recording the raw data of the study ina 
timely and accurate manner, and aware of the responsibility of the quality of the data 
produced. 

Independent laboratory audits are conducted periodically to ensure the quality of 
work and data integrity. 

Equipment used are periodically maintained, calibrated and qualified as appropriate. 
All documentation related to the study are archived in a secure place in compliance 
with the ISO 27001 (both in electronic and paper format). 


SNe ee ee 
CONFIDENTIAL Pag.5 of 29 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594688 


0901 77e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 825 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 26 


¥ 
VISMEDERI 


ANALYSES FOR LIT OMPROVEMENT Phase Report 


Study No. 20256434 (BNT_Work Order 3) 
Version 1.0 of 10 Dec 2020 


No significant laboratory events or deviations occurred during the study that could 


have impacted the results. 


3. TEST PROCEDURE 


The MN-CPE (Microneutralization based on Cytopathic effect) method is a specific 
technique used for the detection of virus-specific neutralizing antibodies against live 
viruses that block virus infection. This assay is a fundamental test in virology, 
immunology, vaccine assessment and epidemiology studies. 


The assay was performed following the VisMederi procedure “WI-MNSARS-CoV-2", 
and the main phases are described as follows: 

e Virus Titration 

e Back titration 

e Microneutralization 


Virus titration 


The virus, ten-fold serially diluted in suitable MN medium, was transferred to a plate 
containing confluent VERO E6 cell monolayers. 

After a 3 day incubation the plate was observed under an inverted microscope and 
the wells were scored as positive/negative for Cytopathic effect (CPE), the presence 
of CPE in a well monolayer makes it positive for the purpose of calculating the virus 
titer. 

The titer was calculated using the Reed-Muench method, obtaining 107°? TCID50/mL 
as result. The stock virus was then applied in the MN assay at a proper dilution in 
order to contain 2000 TCID50/mL in the working virus solution. 
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MN assay 


Serum samples were heat-inactivated for 30 minutes at 56 °C, then two-fold serially 
diluted starting from 1:10 up to 1:5120 and were mixed with an equal volume of viral 
solution. 

Duplicate runs for each sample were performed in two different plates. 

The serum-virus mixture was incubated for 1 hour at 37 °C, in a humidified 
atmosphere with 5% COQz. After the incubation time, 100 pl of the mixture for each 
dilution was added in duplicate to a cell plate containing a healthy and sub confluent- 
to confluent VERO E6 cell lawn and incubated for 3 days in the COz incubator at 37 °C 
and 5% CQp. The readout was achieved through inverted optical microscopy in order 
to discriminate wells as positive/negative for Cytopathic effect (CPE). The CPE 
negativity of a well is provided by at least 50% of cell monolayer intact. 

The Microneutralization titer (MNt) of each titrated sample corresponded to the 
reciprocal of the highest sample dilution able to protect from CPE at least 50% of the 
cell monolayer. If no neutralization was observed (MNt <10) an arbitrary value of 5 
was reported. 


Back titration and reference samples 


To verify the quantity of virus in the solution applied in the assay, the virus working 
solution was titrated in each MN session. The back titrations performed in both 
sessions for this study confirmed virus titers within the defined acceptance range of 
(b) (4) 

In addition, each test session included runs of specific reference sera: a positive and 


a negative serum. 


The positive control (PCS) used in every test run, is a human plasma sample collected 
from a COVID-19 convalescent patient, it was kindly provided by Toscana Life Science 
(vAMRes/MAD laboratories) on 13 May 2020, and it is identified by code “TLS-CoV- 
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8” or “TLS-8”. This sample was previously tested by MN and by ELISA for SARS-CoV- 
2 antibody titer, providing high positive response confirmed by multiple repetitions. 
The negative control sample (NCS) used was a human serum depleted of IgA, IgM 
and IgG, provided by Sigma Aldrich, cod. $5393 batch 108M4791V. 


4. ACCEPTANCE CRITERIA 


In agreement with WI-MNSARS-CoV-2, the following internal quality controls were 
met in each session of analysis for the Study samples, therefore results were 
considered reliable and acceptable. 
Virus titer evaluation: 

e The back titration of the working viral solution lies within the defined target 


range of 
MN results acceptability of each MN plate: 


e The cell control (CC) showed a healthy cell monolayer and no evidence of CPE. 
e The virus control (VC) wells showed 100% cytopathic effect. 
MN results acceptability of each sample: 
e The duplicate neutralization titers of each serum sample were within a range 
of(2) (4) 
MN results acceptability of each analysis session: 
e The positive control sample (PCS) showed a positive titer, in agreement with 
previous data (expected titer range! 
e The negative control sample (NCS) with absent antibody titer showed a 
negative response. 
Since all the acceptability criteria were met, no retest was necessary. 


Neen EEE 
CONFIDENTIAL Pag.8 of 29 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594668 


0901 77e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 828 


Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 26 
¥ 
VISMEDERI Phase Report 


Study No. 20256434 (BNT_Work Order 3) 
Version 1.0 of 10 Dec 2020 


5. DATA RELEASE 


Test results were recorded through dedicated forms, attachments of the VisMederi 
WI “WI-MNSARS-CoV-2”, and transferred to Excel data entry sheets: 

e BNT_WO3_MNSARSCOV2_V1_20200930.xI\sx for the first set of samples, 

e BNT_WO3_MNSARSCOV2_V2_20201118.xIsx for cumulative data. 
This report shows the full set of data in Appendix 1 (cumulative data). 


Data entry description 
The cumulative data table presents three sections: 
e Sample identification 
e Raw Data (end-point titers) 
e Derived values as geometric mean of duplicate tests 
Each subject is identified in a row of table by Group, Animal number, Interval/ 
Occasion, Barcode number and Study Phase. 
Raw data are shown in the following columns as duplicate titers “T1A” and “T1B”, 
obtained in the same analysis session, from duplicate run of the same sample. 
The last column shows the geometric mean titer (GMT) calculated on the two replicate 


titers for each sample. 
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6. RESULTS AND CONCLUSIONS 


The following table shows geometric mean titers (GMT) by  time-point 
(Interval/Occasion) and by group of females or offspring (fetuses and pups). 


Interval/Occasion Saline BNT162b1i BNT162b2 BNT162b3 
Pretest 5.0 5.0 5.3 5.0 

MO 5.0 525.6 3886.4 2422.7 
GD21 (Dams) 5.0 987.0 3445.5 3092.7 
LD21 5.0 3377.9 3620.4 3128.8 
Fetuses (GD21) 5.0 293.4 640.0 919.5 
Pups (PND21) 5.0 4017.1 4561.4 | 3163.9 


Time-point legend: 

MO= just prior to mating 
GD21 = gestation day 21 
LD21= lactation day 21 
PND21= post-natal days 


These GMTs exclude values from no pregnant females and other intermittent sample time points. 
See Appendix 1 footnotes for list of all excluded samples, in data table they are marked (*). 


Administration of 4 doses (2 prior to mating and 2 during gestation) of BNT162b1, 
BNT162b2, or BNT162b3 elicited SARS-CoV-2 neutralizing antibody responses in the 
majority of females just prior to mating (Day 22), at the end of gestation (GD21), and 
at the end of lactation (LD21). SARS-CoV-2 neutralizing titers were detected in most 
offspring (fetuses on GD21 and pups on PND21). SARS-CoV-2 neutralizing antibody 
titers were not observed in animals prior to vaccine administration or in saline- 


administered control animals. 
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8. APPENDICES 


Appendix 1: cumulative data table 


number | Occasion number Phase 
1 485765Ab1 caesarean 
489037-1 caesarean 
485766Ab1 caesarean 


489038-1 caesarean 


Geometric 
5 5 5.0 


| 5.0 
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Group | Amel | Ueesaen | number | phase | | 723 | Mean titer 
1 3 Pret 485767Ab1 caesarean 5 5 5.0 
1 3 MO 489039-1 caesarean 5 5 5.0 
1 4 Pret 485768Ab1 caesarean 5 5 5.0 
1 4 MO 489040-1 caesarean 5 5 5.0 
1 5 Pret 485769Ab1 caesarean 5 5 5.0 
1 5 MO 489041-1 caesarean 5 5 5.0 
1 6 Pret 485770Ab1 caesarean 5 5 5.0 
1 6 MO. 489042-1 caesarean 5 5 5.0 
1 7 Pret 485771Ab1 caesarean 5 5 5.0 
1 7 MO 489043-1 caesarean 5 5 5.0 
1 8 Pret 485772Ab1 caesarean 5 5 5.0 
1 8 MO 489044-1 caesarean 5 ft: 5.0 
1 9 Pret 485773Ab1 caesarean 5 5 5.0 
1 9 MO 489045-1 caesarean 5 5 5.0 
1 10 Pret 485774Ab1 caesarean 5 5 5.0 
1 10 MO 489046-1 caesarean 5 5 5.0 
1 11 Pret 485775Ab1 caesarean 5 5 5.0 
1 11 MO 489047-1 caesarean 5 5 5.0 
1 12 Pret 485776Ab1 caesarean 5 5 5.0 
1 12 MO 489048-1 caesarean 5 \_ 5 5.0 
1 13 Pret 485777Ab1 caesarean 5 5 5.0 
1 13 MO. 489049-1 caesarean 5 5 5.0 
1 14 Pret 485778Ab1 caesarean 5 E} 5.0 
1 14 MO 489050-1 caesarean 5 5 5.0 
1 15 Pret 485779Ab1 caesarean 5 5 5.0 
1 15 MO. 489051-1 caesarean 5 5 5.0 
1 16 Pret 485780Ab1 caesarean 5 5 5.0 
1 16 MO 489052-1 caesarean 5 5 5.0 
1 17 Pret 485781Ab1 caesarean 5 5 5.0 
1 17 MO 489053-1 caesarean 5 i] 5.0 
1 18 Pret 485782Ab1 caesarean 5 5 5.0 
1 18 MO 489054-1 caesarean 5 [5 5.0 
1 19 Pret 485783Ab1 caesarean 5 5 5.0 
1 19 MO 489055-1 caesarean 5 5 5.0 
1 20 Pret 485784Ab1 caesarean 5 5 5.0 
1. 20 MO. 489056-1 caesarean 5 5 5.0 
1 21 Pret 485785Ab1 caesarean 5 5 5.0 
1 21 MO 489057-1 caesarean 5 5 5.0 
1 22 Pret 485786Ab1 caesarean 5 5 5.0 


ST 
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Animal Barcode Geometric 


Interval / Study 


Group number | Occasion number Phase ae foule Mean Titer 
22 MO 489058-1 caesarean 5 5 5.0 
Pret 485787Ab1 caesarean 5 5 5.0 
489059-1 caesarean 2560 | 1280 
485788Ab1 caesarean 5 5 
489060-1 caesarean 80 40 
485789Ab1 caesarean 5 5 
489061-1 caesarean al 320 
485790Ab1 caesarean 5 5 
489062-1 caesarean 2560 | 2560 
485791Ab1 caesarean 5 5 
caesarean 1280 | 2560 
485792Ab1 caesarean 5 5 
489064-1 caesarean 2560 | 2560 
485793Ab1 caesarean 5 5 
caesarean 1280 | 640 
485794Ab1 caesarean 5 5 
489066-1 caesarean 1280 | 1280 
485795Ab1 caesarean 5 5 
489067-1 caesarean 5 5 
485796Ab1 caesarean 5 5 
489068-1 caesarean 5 5 
485797Ab1 caesarean 5 5 
489069-1 caesarean 20 40 
485798Ab1 caesarean 5 5 
489070-1 caesarean 320 160 | 226.3 
485799Ab1 caesarean 5 5 5.0 
489071-1 caesarean 1280 | 640 | 905.1 
485800Ab1 caesarean 5 5 5.0 
489072-1 caesarean 1280 | 640 | 905.1 
485801Ab1 caesarean 5 5 5.0 
489073-1 caesarean 320 320 | 320.0 
485802Ab1 caesarean 5 5 5.0 
489074-1 caesarean 320 320 | 320.0 
485803Ab1 caesarean 5 5 5.0 
caesarean 2560 [2560 2560.0 
caesarean 5 5 5.0 
caesarean 40 40 40.0 
Pret 485805Ab1 caesarean 2 5 5.0 
MO. 489077-1 caesarean 20 20 | 20.0 
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Geometric 
Mean Titer 


Animal | Interval/ Barcode Study 
number | Occasion number Phase 


2 42 Pret 485806Ab1 caesarean 5.0 
2 42 MO 489078-1 caesarean 226.3 
2 43 Pret 485807Ab1 caesarean 5.0 
43 Mo 489079-1 caesarean 1810.2 
2 Pret 485808Ab1 caesarean 
44 Mo 489080-1 caesarean 
45 Pret__| 485809Ab1 caesarean 
MO 489081-1 caesarean 
3 Pret 485810Ab1 caesarean 
3 MO. 489082-1 caesarean 
3 Pret 485811Ab1 caesarean 
3 MO 489083-1 caesarean 
3 Pret 485812Ab1 caesarean 
3 MO 489084-1 caesarean 
3 Pret 485813Ab1 caesarean 
es MO 489085-1 caesarean 
3 Pret 485814Ab1 caesarean 
3 MO 489086-1 caesarean 
3 Pret 485815Ab1 caesarean 
3 MO 489087-1 caesarean 
3 Pret 485816Ab1 caesarean 
2 MO 489088-1 caesarean 
3 Pret 485817Ab1 caesarean 
3 MO 489089-1 caesarean 
3 Pret 485818Ab1 caesarean 
3 MO 489090-1 caesarean 
3 55 Pret 485819Ab1 caesarean 
3 55 MO 489091-1 caesarean 
3 56 Pret 485820Ab1 caesarean 
3. 56 MO. 489092-1 caesarean 
3 57 Pret 485821Ab1 caesarean 
MO 489093-1 caesarean | 5120 | 5120 | 5120.0 
Pret 485822Ab1 caesarean 10 10 | 10.0 
3 58 MO 489094-1 caesarean 5120 | 5120 | 5120.0 
3 59 Pret 485823Ab1 caesarean E) 10 | 7.1 
3 59 MO 489095-1 caesarean 5120 | 5120 | 5120.0 
3 60 Pret 485824Ab1 caesarean 5 10. | 7.1 
3 60 MO 489096-1 caesarean 2560 | 5120 | 3620.4 
3 61 Pret 485825Ab1 caesarean 5 5 5.0 
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Animal Barcode Geometric 


Interval/ Study 


Group number | Occasion number Phase me TE Mean Titer 
3 61 MO 489097-1 caesarean 1280 | 1280 | 1280.0 
3 Pret 485826Ab1 caesarean 5 5 5.0 
62 Mo 489098-1 caesarean 

3 63 Pret 485827Ab1 caesarean 
63 489099-1 caesarean 

3 64 485828Ab1 caesarean 
489100-1 caesarean 

EB) 485829Ab1 caesarean 

3 489101-1 caesarean 

Ee) 485830Ab1 caesarean 

3 489102-1 caesarean 

4 caesarean 

4 489103-1 caesarean 

4 485832Ab1 caesarean 

4 caesarean 

4 caesarean 

4 caesarean 

4 485834Ab1 caesarean 

4 489106-1 caesarean 

4 485835Ab1 caesarean 

4 489107-1 caesarean 

4 485836Ab1 caesarean 

4 489108-1 caesarean 

4 485837Ab1 caesarean 

4 489109-1 caesarean 640 640 | 640.0 
485838Ab1 caesarean 5 [os 5.0 

4 74 489110-1 caesarean 5120 | 5120 | 5120.0 
75 485839Ab1 caesarean 5 5 5.0 
4 75 489111-1 caesarean 5120 | 2560 | 3620.4 
485840Ab1 caesarean 5 5 5.0 
489112-1 caesarean = ae 452.5 
77 Pret 485841Ab1 caesarean 5 5 5.0 

4 77 MO. 489113-1 caesarean 5120 | 5120 | 5120.0 

4 78 Pret caesarean 5 5 5.0 

4 78 MO caesarean 1280 640 | 905.1 
4 79 Pret caesarean 5 5 5.0 
4 79 MO 489115-1 caesarean 5120 | 5120 | 5120.0 
4 80 Pret 485844Ab1 caesarean 5 5 5.0 
4 80 MO 489116-1 caesarean 160 160 | 160.0 
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Animal Interval / Barcode Study Tia | T1B Geometric 
number | Occasion number Phase Mean Titer 
4 81 Pret 485845Ab1 caesarean 5 5 5.0 
4 81 MO 489117-1 caesarean 2560 | 2560 | 2560.0 
4 82 Pret 485846Ab1 caesarean 10 5 7.1 
4 82 MO caesarean 640 1280 | 905.1 
4 83 Pret 485847Ab1 caesarean 5 5 5.0 
4 MO 489119-1 caesarean 5120 | 2560 | 3620.4 
4 Pret 485848Ab1 caesarean 5 5 5.0 
4 MO 489120-1 caesarean 5120 ' 5120 | 5120.0 
4 Pret 485849Ab1 caesarean 5 5 5.0 
4 MO 489121-1 caesarean 640 640 | 640.0 
4 Pret 485850Ab1 caesarean 5 5 5.0 
4 Mo 489122-1 caesarean 5120 | 2560 | 3620.4 
4 Pret 485851Ab1 caesarean 5 5 5.0 
4 MO 489123-1 caesarean 5120 | 5120 | 5120.0 
4 Pret 485852Ab1 caesarean 5 5 5.0 
4 MO 489124-1 caesarean 5120 | 2560 | 3620.4 
1 Pret 485857Ab1 Littering 5 5 5.0 
1 MO 488949-1 Littering 5 5 5.0 
1 Pret 485858Ab1 Littering 5 5 5.0 
1 MO 488950-1 Littering 5 5 5.0 
1 Pret 485859Ab1 Littering 5 5 5.0 
1 MO 488951-1 Littering Ej 5 5.0 
1 Pret 485860Ab1 Littering 5 5 | 5.0 
1 204 MO 488952-1 Littering 5 5 5.0 
1 205 Pret 485861Abi Littering 5 5 5.0 
1 205 MO 488953-1 Littering 5 5 5.0 
1 206 Pret 485862Ab1 Littering 5 5 5.0 
1 206 MO 488954-1 Littering 5 5 5.0 
1 207 Pret 485863Ab1 Littering 5 5 5.0 
1 207 MO 488955-1 Littering 5 5 5.0 
1 208 Pret 485864Ab1 Littering 5 5 | 5.0 
1 208 MO 488956-1 Littering _ 5 5 5.0 
1 209 Pret 485865Ab1 Littering 5 5 5.0 
un 209 MO 488957-1 Littering 5 5 5.0 
1 210 Pret 485866Ab1 Littering _ > | 5 5.0 
1 210 MO 488958-1 Littering 5 5 5.0 
1 211 Pret 485867Ab1 Littering 5 5 5.0 
1 211 MO 488959-1 Littering 5 5 5.0 
1 212 Pret 485868Ab1 Littering 5 | 5 5.0 


EEE ee 
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Animal Interval / Barcode Study TIA T1B Geometric 
number | Occasion number Phase Mean Titer 

1 212 Mo 488960-1 Littering 5 5 5.0 

Fl 213 Pret 485869Ab1 Littering 5 5 5.0 

1 213 MO 488961-1 Littering 5 5 5.0 

1 214 Pret 485870Ab1 Littering 5 5 5.0 

1 214 MO 488962-1 Littering 5 2 5.0 

1 215 Pret 485871Ab1 Littering 5 5 5.0 

1 215 MO 488963-1 Littering 5 5 5.0 

1 216 Pret 485872Ab1 Littering 5 5 5.0 

1 216 MO 488964-1 Littering 5 5 5.0 

1 217 Pret 485873Ab1 Littering _ 5 5 5.0 

1 217 MO 488965-1 Littering 5 5 5.0 

al Pret 485874Ab1 Littering 5 5 5.0 

1 MO 488966-1 Littering 5 5 5.0 

1 Pret 485875Ab1 Littering _ 5 5 5.0 

1 MO 488967-1 Littering 5 5 5.0 

af Pret 485876Ab1 Littering 5 5 5.0 

1 MO 488968-1 Littering 5 5 5.0 

1 Pret 485877Ab1 Littering _ 5 5 5.0 

1 MO 488969-1 Littering 5 5 5.0 

1 Pret 485878Ab1 Littering 5 5 5.0 

1 MO 488970-1 Littering ee ee) 5.0 

2 Pret 485879Ab1 Littering _ 5 5 5.0 

2 MO 488971-1 Littering 5120 | 5120 | 5120.0 
2 Pret 485880Ab1i Littering 5 5 5.0 

2 MO 488972-1 Littering _ 80 40 | 56.6 

2 Pret 485881Ab1 Littering 5 5 5.0 

2 MO 488973-1 Littering 80 80 | 80.0 

2 Pret 485882Ab1 Littering _ 5 5 5.0 

2 MO 488974-1 Littering 2560 | 2560 | 2560.0 
2 Pret 485883Ab1 Littering 5 5 5.0 

2 MO. 488975-1 Littering 10 20 | 14.1 

2 Pret 485884Ab1 Littering 5 5 5.0 

2 MO 488976-1 Littering 1280 | 2560 | 1810.2 
2 Pret 485885Ab1 Littering 5 5 5.0 

2 MO 488977-1 Littering 2560 | 5120 | 3620.4 
2 Pret 485886Ab1 Littering 5 5 5.0 

2 MO 488978-1 Littering 2560 | 2560 | 2560.0 
2 Pret 485887Ab1 Littering 5 5 5.0 

2 MO 488979-1 Littering 2560 | 5120 | 3620.4 
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Study Geometric 
Phase Mean Titer 


Animal Interval/ Barcode 
number | Occasion number 


2 Pret 485888Ab1 Littering 
Mo 488980-1 Littering 
Pret 485889Ab1 Littering 
MO 488981-1 Littering _ 
Pret 485890Ab1 Littering 
488982-1 Littering 
485891Ab1 Littering 
488983-1 Littering 
485892Ab1 Littering 
488984-1 Littering 
485893Ab1 Littering 
488985-1 Littering 
485894Ab1 Littering — 
Littering 
2 485895Ab1 Littering 
2 488987-1 Littering 
2 485896Ab1 Littering 
2 488988-1 Littering 
2 485897Ab1 Littering 
2 488989-1 Littering 
2 485898Ab1i Littering 
2 Littering 
2 485899Ab1 Littering 
2 488991-1 Littering 
Z 485900Ab1 Littering 
2 488992-1 Littering 
3 485901Ab1 Littering 
3 488993-1 Littering | 5120 | 5120 | 5120.0 
485902Ab1 Littering 5 5 5.0 
488994-1 Littering 5120 | 5120 | 5120.0 
485903Ab1 Littering 5 5 5.0 
488995-1 Littering 1280 | 2560 | 1810.2 
485904Ab1 Littering 5 5 | 5.0 
Littering 2560 | 2560 | 2560.0 
Littering 5 5 5.0 
249 Littering 5120 | 5120 | 5120.0 
3 250 Pret Littering a 5 5.0 
488998-1 Littering 5120 | 5120 | 5120.0 
3 251 Pret 485907Ab1 Littering 5 5 5.0 
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Animal Interval i Barcode Study jia | T1B Geometric 
number | Occasion number Phase Mean Titer 

3 251 MO 488999-1 Littering 5120 | 5120 | 5120.0 
3 252 Pret 485908Ab1 Littering 5 5 5.0 

3 MO 489000-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485909Ab1 Littering 5 5 5.0 

3 MO 489001-1 Littering 320 320 | 320.0 
3 Pret 485910Ab1 Littering 5 5 5.0 

3 MO. 489002-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485911Ab1 Littering 5 5 5.0 

3 MO 489003-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485912Ab1 Littering 5 5 5.0 

3 MO 489004-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485913Ab1 Littering 5 5 5.0 

2 MO 489005-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485914Ab1 Littering 5 5 5.0 

3 MO 489006-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485915Ab1 Littering 5 5 5.0 

3 MO 489007-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485916Ab1 Littering 5 5 5.0 

3 MO 489008-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485917Ab1 Littering 5 5 5.0 

3 MO 489009-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485918Ab1 Littering 5 5 5.0 

3 MO 489010-1 Littering | 5120 | 5120 | 5120.0 
3 Pret 485919Ab1 Littering 5 5 5.0 

2 MO 489011-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485920Ab1 Littering _ 5 5 5.0 

3 MO 489012-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485921Ab1 Littering 5 5 5.0 

3 MO 489013-1 Littering 5120 | 5120 | 5120.0 
3 Pret 485922Ab1 Littering 5 5 5.0 

3 MO 489014-1 Littering 5120 | 5120 | 5120.0 
4 Pret 485923Ab1 Littering 5 5 5.0 

4 MO 489015-1 Littering 5120 | 5120 | 5120.0 
4 Pret 485924Ab1 Littering 5 5 5.0 

4 MO 489016-1 Littering 5120 | 5120 | 5120.0 
4 Pret 485925Ab1 Littering 2 5 5.0 

4 MO 489017-1 Littering 2560 | 5120 | 3620.4 
4 270 Pret 485926Ab1 Littering 5 5 5.0 

4 270 MO 489018-1 Littering 5120 | 5120 | 5120.0 
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Animal Interval / Barcode Study T1A T1B Geometric 
number | Occasion number Phase Mean Titer 
271 Pret 485927Ab1 Littering 5 5 5.0 
271 MO 489019-1 Littering 1280 | 1280 | 1280.0 
272 Pret 485928Ab1 Littering 5 5 5.0 
272 MO 489020-1 Littering 2560 | 5120 | 3620.4 
Pret 485929Ab1 Littering 5 5 5.0 
MO 489021-1 Littering 5120 | 5120 | 5120.0 
Pret 485930Ab1 Littering 5 5 5.0 
MO 489022-1 Littering 5120 | 5120 | 5120.0 
Pret 485931Ab1 Littering 5 5 5.0 
MO 489023-1 Littering 5120 | 5120 | 5120.0 
Pret 485932Ab1 Littering 5 5 5.0 
MO 489024-1 Littering 2560 | 2560 | 2560.0 
Pret 485933Ab1 Littering 5 5 5.0 
MO 489025-1 Littering 5120 | 5120 | 5120.0 
Pret 485934Ab1 Littering 5 5 5.0 
MO 489026-1 Littering 5 5 5.0 
Pret 485935Ab1 Littering 5 5 5.0 
MO 489027-1 Littering 5120 | 5120 | 5120.0 
Pret 485936Ab1 Littering 5 5 5.0 
MO 489028-1 Littering 5120 | 5120 | 5120.0 
Pret 485937Ab1 Littering 5 5 5.0 
MO 489029-1 Littering 5120 | 5120 | 5120.0 
Pret 485938Ab1 Littering 5 5 5.0 
MO 489030-1 Littering 5120 | 5120 | 5120.0 
Pret 485939Ab1 Littering 5 5 5.0 
MO 489031-1 Littering 5120 | 2560 | 3620.4 
Pret 485940Ab1 Littering 5 5 5.0 
MO 489032-1 Littering 5120 | 5120 | 5120.0 
Pret 485941Ab1 Littering 5 5 5.0 
MO 489033-1 Littering 1280 | 2560 | 1810.2 
Pret 485942Ab1 Littering 5 5 5.0 
Mo 489034-1 Littering 5120 | 5120 | 5120.0 
Pret 485943Ab1 Littering 5 5 5.0 
Mo 489035-1 Littering 5120 | 5120 | 5120.0 
Pret 485944Ab1 Littering P) 5 5.0 
MO 489036-1 Littering 2560 | 2560 | 2560.0 
GD21 489623Ab1i | caesarean Dams 5 5 5.0 
GD21 489711Ab1 fetuses 5 5 5.0 
GD21 489624Ab1 | caesarean Dams 5 5 5.0 
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croup po eo ae 
1 GD21 489712Ab1 fetuses 5 5 5.0 
1 3 GD21 489625Ab1 | caesarean Dams 5 | 5 5.0 
1 3 GD21 489713Ab1 fetuses 5 5 5.0 
1 4 GD21 489626Ab1 | caesarean Dams 5 5 5.0 
1 4 GD21 489714Ab1 fetuses 5 5 5.0 
1 5 GD21 489627Abi | caesarean Dams 5 c 5 5.0 
1 5 GD21 489715Ab1 fetuses 5 5 5.0 
1 6 GD21 489628Ab1 | caesarean Dams 5 5 5.0 
1 6 GD21 489716Ab1 fetuses 5 5 5.0 
1 7 GD21 489629Ab1 | caesarean Dams 5 5 5.0 
1 7 GD21 489717Ab1 fetuses 2 5 5.0 
a 8 GD21 489630Ab1 | caesarean Dams 5 5 5.0 
1 8 GD21 489718Ab1 fetuses 5 5 5.0 

9 GD21__| 489631Ab1 | caesarean Dams | _5 5 | 5.0 
1 9 GD21 489719Ab1 fetuses 5 5 5.0 

GD21 _| 489632Ab1 | caesareanDams | 5 5 | 5.0 
1 GD21 489720Ab1 fetuses 5 5 5.0 
1 11 GD21 489633Ab1 | caesarean Dams 5 5 5.0 
1 11 GD21 489721Ab1 fetuses 5 5 5.0 
1 12 GD21 489634Ab1 | caesarean Dams ay 5 5.0 
1 12 GD21 489722Ab1 fetuses 5 5 5.0 
1 13 GD21 489635Ab1 | caesarean Dams 5 5 5.0 
1 13 GD21 489723Ab1 fetuses 5 5 5.0 
1 14 GD21 489636Ab1 | caesarean Dams 5 5 5.0 
1 14 GD21 489724Ab1 fetuses 5 5 5.0 
1 15 GD21 489637Ab1 | caesarean Dams 5 5 5.0 
1 15 GD21 489725Ab1 fetuses 5 5 5.0 
1 16 GD21 489638Ab1 | caesarean Dams 5 5 5.0 
1 16 GD21 489726Ab1 fetuses 5 5 5.0 
1 17 GD21 489639Ab1 | caesarean Dams 5 5 5.0 
1 17 GD21 489727Ab1 fetuses 5 5 5.0 
1 18 GD21 489640Ab1 | caesarean Dams 5 5 5.0 
1 18 GD21 489728Ab1 fetuses 5 5 5.0 
1 19 GD21 489641Ab1 | caesarean Dams 5 5 5.0 
1 19 GD21 489729Ab1 fetuses 5 5 5.0 
1 20 (* GD21 489642Ab1 | caesarean Dams 5 5 5.0 
A, 21 GD21 489643Ab1 | caesarean Dams 5 5 5.0 
1 21 GD21 489731Ab1 fetuses 5 5 5.0 
1 22 GD21 489644Ab1 | caesarean Dams 5 5 5.0 
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Animal Interval/ Barcode Study TIA T1B Geometric 
number | Occasion number Phase Mean Titer 
22 GD21 489732Ab1 fetuses 5 5 5.0 
GD21 489645Ab1 | caesarean Dams | 5120 | 2560 | 3620.4 
GD21 489733Ab1 fetuses 2560 | 1280 | 1810.2 
GD21 489646Ab1 | caesarean Dams | 640 640 | 640.0 
GD21 489734Ab1 fetuses 320 320 | 320.0 
GD21 489647Ab1 | caesarean Dams | 2560 | 2560 | 2560.0 
GD21 489735Ab1 fetuses 
GD21 489648Ab1 | caesarean Dams 
GD21 489736Ab1 fetuses 
GD21 489649Ab1 | caesarean Dams 
GD21 489737Ab1 fetuses 
GD21 489650Ab1 | caesarean Dams 
GD21 489738Ab1 fetuses 
GD21 489651Abi | caesarean Dams 
GD21 489739Ab1 fetuses 
GD21 489652Ab1 | caesarean Dams 
GD21 489740Ab1 fetuses 
GD21 489653Ab1 | caesarean Dams 
GD21 489741Ab1 fetuses 
GD21 489654Ab1 | caesarean Dams 
GD21 489742Ab1 fetuses 
GD21 489655Ab1 | caesarean Dams 
GD21 489743Ab1 fetuses 
GD21 489656Ab1 | caesarean Dams 
GD21 489744Ab1 fetuses 
GD21 489657Ab1 | caesarean Dams 
GD21 489745Ab1 fetuses 
GD21 489658Abi | caesarean Dams 
GD21 489746Ab1 fetuses 
GD21 489659Ab1 | caesarean Dams 
GD21 489747Ab1 fetuses 
GD21 489660Ab1 | caesarean Dams 
GD21 489748Ab1 fetuses 
GD21 489661Ab1 | caesarean Dams 
GD21 489662Abi | caesarean Dams 
GD21 489750Ab1 fetuses 
GD21 489663Ab1 | caesarean Dams | 1280 |_1280 1280.0 
GD21 489751Ab1 fetuses 160 320 | 226.3 
GD21 489664Ab1 | caesarean Dams | 1280 | 2560 | 1810.2 
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Animal | Interval/ Barcode Study Geometric 


Sroup number | Occasion number Phase Tae YTS Mean Titer 
2 42 GD21 489752Ab1 fetuses 160 320 | 226.3 
2 43 (*) NEC 489577Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
2 44 GD21 489666Ab1 | caesarean Dams | 1280 | 1280 | 1280.0 
2 44 GD21 489754Ab1 fetuses 320 320 | 320.0 
3 GD21 489667Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
3. GD21 489755Ab1 fetuses 320 640 | 452.5 

GD21__| 489668Ab1 | caesarean Dams | 5120 | 2560 | 3620.4 
GD21__|_489756Ab1 fetuses 640_| 320 | 452.5 
GD21 489669Ab1 | caesarean Dams | 2560 | 2560 | 2560.0 
GD21 489757Ab1 fetuses 1280 | 640 | 905.1 
GD21 489670Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489758Ab1 fetuses 1280 | 1280 | 1280.0 
GD21 489671Ab1 | caesarean Dams | 5120 | 2560 | 3620.4 
GD21 489759Abi fetuses 640 640 | 640.0 
GD21 489672Ab1 | caesareanDams | 2560 | 5120 | 3620.4 
GD21 489760Ab1 fetuses 640 640 | 640.0 
GD21 489673Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489761Ab1 fetuses 640 1280 | 905.1 
GD21 489674Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489762Ab1 fetuses 640 640 | 640.0 
GD21 489675Ab1 | caesarean Dams | 1280 I 1280 | 1280.0 
GD21 489763Ab1 fetuses 640 1280 | 905.1 
GD21 489676Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489764Ab1i fetuses 640 640 | 640.0 
GD21 489677Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489765Ab1 fetuses 1280 | 1280 | 1280.0 


GD21 489678Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489679Abi | caesarean Dams | 5120 | 5120 | 5120.0 


w fo fw jo jw fw [ow [ow jw jw jew jw jo joo [ow {uw [ow [bo [bo [uo [Go [oe [do [oo [oo [Go [Go [tu [bo jbo |W [bo 


GD21 489767Ab1 fetuses 1280 640 | 905.1 
GD21 489680Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489768Ab1 fetuses 1280 | 1280 | 1280.0 
GD21 489681Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489769Ab1 fetuses 640 640 | 640.0 
GD21 489682Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
GD21 489770Abi fetuses 640 | 1280 | 905.1 
GD21 489683Ab1_| caesarean Dams 640_| 640_| 640.0 

61 GD21 489771Ab1 fetuses 160 160 160.0 

62 GD21 489684Ab1 | caesarean Dams | 2560 | 2560 | 2560.0 

62 GD21 489772Ab1 fetuses 320 320 _| 320.0 
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Animal Interval/ Barcode Study T1A T1B Geometric 
number | Occasion number Phase Mean Titer 
3 63 GD21 489685Ab1 | caesarean Dams | 2560 | 2560 | 2560.0 
3 63 GD21 489773Ab1 fetuses 320 640 | 452.5 
3 64 GD21 489686Ab1 | caesarean Dams | 1280 | 2560 | 1810.2 
3 64 GD21 489774Ab1 fetuses 320 160 | 226.3 
3 65 GD21 489687Ab1 | caesarean Dams | 2560 | 5120 | 3620.4 
3 65 GD21 489775Ab1 fetuses 640 640 | 640.0 
3 66 GD21 489688Ab1 | caesarean Dams | 5120 | 2560 | 3620.4 
3 66 GD21 489776Ab1 fetuses 1280 640 | 905.1 
4 67 GD21 489689Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
4 67 GD21 489777Ab1 fetuses 2560 | 1280 | 1810.2 
4 68 GD21 489690Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
4 68 GD21 489778Ab1 fetuses 1280 640 | 905.1 
4 69 GD21 489691Ab1 | caesarean Dams | 640 320 | 452.5 
4 69 GD21 489779Ab1 fetuses 160 160 160.0 
4 70 GD21 489692Ab1 | caesarean Dams | 2560 | 2560 | 2560.0 
4 70 GD21 489780Ab1 fetuses 640 640 | 640.0 
4 71 GD21 489693Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
4 71 GD21 489781Ab1 fetuses 1280 1280 | 1280.0 
4 72 GD21 489694Ab1 | caesarean Dams | 5120 | 2560 | 3620.4 
4 72 GD21 489782Ab1 fetuses 1280 | 1280 | 1280.0 
4 73 GD21 489695Ab1 | caesarean Dams | 2560 | 2560 | 2560.0 
4 73 GD21 489783Ab1 fetuses 640 320 | 452.5 
4 74 GD21 489696Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
4 74 GD21 489784Ab1 fetuses 1280 2560 | 1810.2 
4 75 cp21__| 489697Ab1 | caesarean Dams | 640 | 1280 | 905.1 
4 75 GD21 489785Ab1 fetuses 640 640 | 640.0 
4 76 GD21 489698Ab1 | caesarean Dams | 1280 | 1280 | 1280.0 
4 76 GD21 489786Ab1 fetuses 640 640 | 640.0 
4 77 GD21 489699Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
4 77 GD21 489787Ab1 fetuses 1280 1280 | 1280.0 
4 78 GD21 489700Ab1 | caesarean Dams | 5120 | 2560 | 3620.4 
4 78 GD21 489788Ab1 fetuses 1280 640 | 905.1 
4 79 GD21 489701Ab1 | caesarean Dams | 5120 | 2560 | 3620.4 
4 79 GD21 489789Ab1 fetuses 640 640 | 640.0 
4 80 GD21 489702Ab1 | caesareanDams | 2560 | 1280 | 1810.2 
4 80 GD21 489790Ab1 fetuses 640 | 640 | 640.0 
4 81 GD21 489703Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
4 81 GD21 489791Ab1 fetuses 1280 | 1280 | 1280.0 
4 82 GD21 489704Ab1 | caesarean Dams | 5120 | 5120 | 5120.0 
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4 82 GD21 489792Ab1 fetuses 1810.2 
4 83 GD21 489705Ab1 | caesarean Dams 3620.4 
4 83 GD21 489793Ab1 fetuses 1280.0 
4 GD21 489706Ab1 | caesarean Dams 5120.0 
4 GD21 489794Ab1 fetuses 
4 489707Abi | caesarean Dams 
4 489795Ab1 fetuses 
4 489708Ab1 | caesarean Dams 
489796Ab1 fetuses 
489709Ab1 | caesarean Dams 
489797Ab1 fetuses 
4 caesarean Dams 
fetuses 
1 Littering Dams 5 
_pups_ 5 5 
1 Littering Dams 5 5 
1 PND21 pups 5 5 
1 LD21 489801Ab1 5 5 
1 PND21 pups 5 5 
1 LD21 489802Ab1 Littering Dams 5 5 
1 PND21 489444Ab1 5 5 
1 LD21 489803Ab1 5 5 
1 PND21 489445Ab1 5 5 
1 LD21 489804Ab1 | Littering Dams 5 5 
1 PND21 489446Ab1 pups 5 5 
1 LD21 489805Ab1 Littering Dams 5 5 
1 PND21__| 489447Ab1 pups 5 5 
1 LD21 489806Ab1 Littering Dams 5 5 
1 PND21 489448Ab1 pups _ 5 5 
Lb21__| 4g9g07Abi | _LitteringDams | 5 5 
1 PND21__| 489449Ab1 pups 5 5 
Lb21 _| 489808abi | Littering Dams | 5 5 
PND21__| 489450Ab1 pups 5 5 
1 LD21 489809Ab1 Littering Dams 5 5 
PND21__| 489451Ab1 pups 5 5 
1 LD21 489810Ab1 Littering Dams 5 5 
1 PND21 | 489452Ab1 | _ pups 5 5 
1 LD21 489811Ab1 Littering Dams 5 5 
1 PND21 489453Ab1 pups 5 5 
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Group | Animal | Oecason | mamber | phase | 74 | 728 | team Titer 
1 214 LD21 489812Ab1 Littering Dams 5 5 
1 214 PND21 489454Ab1 pups 5 5 
1 215 LD21 489813Ab1 Littering Dams 5 5 
1 215 PND21 489455Ab1 pups 5 5 
1 216 LD21 489814Ab1 Littering Dams 5 5 
1 216 PND21__|_489456Ab1 pups _ 5 5 
1 217 LD21 489815Ab1 Littering Dams 5 2 
al 217 PND21 489457Ab1 pups 5 +- 5 
1 218 LD21 489816Ab1 | Littering Dams 5 5 
1 218 PND21 | 489458Ab1 | ___pups 5 5 
1 219 LD21 489817Ab1 Littering Dams 5 5 
1 219 PND21 489459Ab1 pups 5 | 5 
1. 220 LD21 489818Ab1 Littering Dams 5 5 
220 PND21__| 489460Ab1_| _pups 5 5 
1 221 LD21 489819Ab1 | Littering Dams 5 5 
1 221 PND21 489461Ab1 pups 5 5 
1 222 LD21 489820Ab1 Littering Dams 5 E) 
1 222 PND21 489462Ab1 __ pups 5 5 
2 223 LD21 489821Ab1 Littering Dams 5120 | 5120 
2 223 PND21 489463Ab1 pups 5120 | 5120 
2 224 LD21 489822Ab1 Littering Dams 2560 | 1280 
2 224 PND21 489464Ab1 _pups 2560 | 2560 
2 225 LD21 489823Ab1 Littering Dams 640_| 1280 
2 225 PND21. 489465Ab1 pups 2560 | 2560 
2 226 (*) NEC 489531Ab1 Littering Dams 5120 | 5120 | 5120.0 
2 227 LD21 489825Ab1 Littering Dams 1280 640 | 905.1 
2 227 PND21__|_489467Ab1 pups 1280 [ 1280_| 1280.0 
2 228 LD21 489826Ab1 Littering Dams 2560 | 5120 | 3620.4 
2 228 PND21 489468Ab1 pups. 5120 | 5120 | 5120.0 
2 229 LD21 489827Ab1 Littering Dams 5120 | 5120 | 5120.0 
2 229 PND21 489469Ab1 pups 5120 | 5120 | 5120.0 
2 230 LD21 489828Ab1 Littering Dams 5120 | 5120 | 5120.0 
2 230 PND21 489470Ab1 pups 5120 | 5120 | 5120.0 
2 231 LD21 489829Ab1 Littering Dams 5120 | 5120 | 5120.0 
2 231 PND21 489471Ab1 pups 5120 | 5120 | 5120.0 
2 232 LD21 489830Ab1 Littering Dams 5120 | 5120 | 5120.0 
2 232 PND21 489472Ab1 pups 5120 | 5120 | 5120.0 
2 233 LD21 489831Ab1i Littering Dams 5120 | 2560 | 3620.4 
2 233 PND21 489473Ab1 pups 5120 | 5120 | 5120.0 
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im i 
Group} A iber||_ocrdon | mumter | press | THA Mean Titer 
2 234 LD21__| 489832Ab1 | Littering Dams _| 5120 5120.0 
2 234 PND21 | 489474Ab1 pups 5120 5120.0 
2 235 LD21 | 489833Ab1 | Littering Dams | 5120 5120.0 
235 PND21__| _489475Ab1 pups 5120 5120.0 
236 (*) NEC _| 499532Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
2 237 489835Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
237 489477Ab1 pups 5120 | 5120 | 5120.0 
LD21 _| 489836Abi | Littering Dams | 5120 | 5120 | 5120.0 
2 PND21 489478Ab1 pups 5120 | 5120 | 5120.0 
2 Lp21 | 489837Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
2 PND21__| 489479Ab1 pups 5120 | 5120 | 5120.0 
z Lo21__ | 489838Ab1_| Littering Dams | 5120 | 5120 | 5120.0 
2 PND21 | 489480Ab1 pups 5120 | 5120 | 5120.0 
2 uD21 | 489839Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
2 PND21 | 489481Ab1 pups _| 5120 | 5120 | 5120.0 
2 LD21 _| 489840Ab1 | Littering Dams | 640 | 1280 | 905.1 
2 PND21 | 489482Ab1 pups 1280 | 2560 | 1810.2 
2 LD21__| 489841Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
2 PND2i__| 489483Ab1 pups 5120 | 5120 | 5120.0 
2 LD21 489842Ab1 | Littering Dams | 1280 | 1280 | 1280.0 
i PND21 | _489484Ab1 pups 2560 | 1280 | 1810.2 
3 LD21__| 489843Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
3 PND2i | 489485Ab1 pups 5120 | 5120 | 5120.0 
3 LD21 | 489844Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
3 246 PND21 | 489486Ab1 “pups. 5120 | 5120 | 5120.0 
3 247 LD21_| 489845Ab1 | Littering Dams | 640 | 640 | 640.0 
3 247 PND21 | 489487Ab1 pups 2560 | 5120 | 3620.4 
3 248 LD21__| 489846Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
3 248 PND21 | 489488ab1 pups 5120 | 5120 | 5120.0 
| 3 | 249 | p21 | 4s9s47abi | Littering Dams | 5120 | 5120 | 5120.0 
3 249 PND21__| 489489Ab1 pups 5120 | 5120 | 5120.0 
3 250 LD21 489848Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
3 250 PND21__| 489490Ab1 _ pups 5120 | 5120 | 5120.0 
3 251 LD21__| 489849Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
3 251 PND21 | 489491Ab1 pups 5120 | 5120 | 5120.0 
3 252 L021 | 4898s0Abi | Littering Dams | 5120 | 5120 | 5120.0 
3 252 PND21 | 489492Ab1 pups 5120 | 5120 | 5120.0 
3 253 LD21_| 489851Ab1 | Littering Dams | 160 | 320 | 226.3 
3 253 PND21__| 489493Ab1 pups 640 | 640 | 640.0 
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3 NEC | 499534Abi | Littering Dams | 5120 | 5120 | 5120.0 
3 LD21 | 489853Ab1 | _LitterinaDams | 5120 | 5120 | 5120.0 
3 PND21 | 489495Ab1 | __pups 5120 | 5120 | 5120.0 
3 LD21 489854Ab1 | _LitteringDams | 1280 | 2560 | 1810.2 
3 PND21 | 489496Ab1 pups 5120 | 5120 | 5120.0 
3 LD21__| 489855Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
3 PND21__| 489497Ab1 pups 5120 | 5120 | 5120.0 
3 LD21__| 489856Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
3 PND21__| 489498Ab1 "pups 5120 | 5120 | 5120.0 
3 Lb21 | 489857Ab1 | _LitteringDams | 5120 | 5120 | 5120.0 
3 PND21__| 489499Ab1 pups 5120 | 5120 | 5120.0 
3 Lb21 | 489858Ab1 | _LitteringDams | 5120 | 5120 | 5120.0 
3 PND21 | 489500Ab1 pups 5120 | 5120 | 5120.0 
3 LD21 | 489859Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
PND21_| 489501Ab1 | __pups 5120 | 5120 | 5120.0 
= Lp21 | 489860Ab1 | Littering Dams | 2560 | 2560 | 2560.0 
3 262 PND21 | 489502Ab1 pups 5120 | 5120 | 5120.0 
3 263 LD21 _| 489861Ab1 | _LitteringDams | 5120 | 5120 | 5120.0 
3 263 PND21__| 489503Ab1 pups 5120 | 5120 | 5120.0 
3 264 LD21 | 489862Ab1 | _LitteringDams | 5120 | 5120 | 5120.0 
3 264 PND21 | 489504Ab1 pups 5120 | 5120 | 5120.0 
3 265 LD21 | 489863Ab1 | _LitteringDams | 5120 | 5120 | 5120.0 
3 265 PND21 | 489505Ab1 pups 5120 | 5120 | 5120.0 
3 266 LD21__| 489864Ab1 | Littering Dams | 5120 | 2560 | 3620.4 
3 266 PND21__| 489506Ab1 pups 5120 | 5120 | 5120.0 
4 267 LD21 | 489865Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
4 267 PND21 | 489507Ab1 pups 5120 | 5120 | 5120.0 
4 268 LD21__| 489866Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
4 268 PND21 | 489508Ab1 | __ pups 5120 | 5120 | 5120.0 
4 269 LD21__| 489867Ab1 | Littering Dams | 2560 | 2560 | 2560.0 
4 269 PND21 | 489509Ab1 | ____ pups 5120 | 5120 | 5120.0 
4 270 Lp21 | 489868Ab1 | Littering Dams | 5120 | 5120 | 5120.0 
4 270 PND21__| 489510Ab1 pups _| 5120 | 5120 | 5120.0 
4 271 LD21 | 489869Ab1 | Littering Dams | 2560 | 2560 | 2560.0 
4 271 PND2i__| 489511Ab1 pups 5120 | 5120 | 5120.0 
4 272 Lp21__| 489870Ab1 | _LitteringDams | 5120 | 5120 | 5120.0 
4 272 PND21 | 489512Ab1 pups 5120 | 5120 | 5120.0 
4 273 LD21__| 489871Ab1 | Littering Dams | 2560 | 5120 | 3620.4 
4 273 PND21 | 489513Ab1 pups 2560 | 1280 | 1810.2 
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Group Animal Interval/ Barcode Study Geometric 
number | Occasion number Phase Mean Titer 
4 274 LD21__| 489872Ab1 | _ Littering Dams 5120.0 
274 PND21__| 489514Ab1 pups 5120.0 
4 275 489873Ab1 | Littering Dams 3620.4 
489515Ab1 pups 
| 4 | 276(%) | 489530Ab1 | Littering Dams 
| 4 | 277c*) | 489529Ab1 | Littering Dams 
278 489876Ab1 Littering Dams 
278 489518Ab1 pups 
279 (* Littering Dams 
489878Ab1 | Littering Dams 
489520Ab1 pups 


489879Ab1 
489521Ab1 


Littering Dams 
pups 


489880Ab1 Littering Dams 


489522Ab1 


489881Ab1 


489523Ab1 


489882Ab1 


489524Ab1 


489883Ab1 Littering Dams 


489525Ab1 pups 


489884Ab1 Littering Dams 


489526Ab1 


489885Ab1 Littering Dams 


DIR LD [DD [BK [AD [DD [A [A [BR [SD [A [A [A [DS [A [A [A 


489527Ab1 


288 


489886Ab1 


489528Ab1 


The results of samples marked with (*) have been excluded from the calculation of GMT 
shown in table at paragraph 6. RESULTS AND CONCLUSIONS, for following reasons: 
-  Animal-Occasion 20-GD21, 39-GD21, 56-GD21, 226-NEC and 254-NEC samples 
data excluded as animal “Not pregnant” 
-  Animal-Occasion 236-NEC and 279-NEC samples data excluded as animal 
“Euthanized due to total litter death” 
-  Animal-Occasion 43-NEC sample data excluded as animal “Not mated” 
-  Animal-Occasion 276-LD1 sample data excluded as animal “Euthanized due to 
clinical signs on LD1/PND1” 
-  Animal-Occasion 277-NEC sample data excluded as animal “Mistimed 
pregnancy” 


SS ee eee) 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 849 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: at 


Wistar: Crl: WI (Han) 


Animal Ref.: 201 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 27 


Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 850 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 2 


Strain: Wistar: Crl: WI (Han) 


Animal Ref.: 202 Group: 1 


Test Material: See Protocol Dose: Control Omcg 
Study Day No. 
** NECROPSY COMPLETE ** 


Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Sex: Female Species: Rat 


Route: Intramuscular 
(Week): 68 (10) 


Study Type: 


Reproduction 


Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: Correlate). 2 S.eeoB oc sh nage sale O50 


Probable cause of death: None 


Correlated with: 


buh oie ai Dh eske oAle. ah el ole nak eal ante Malocclusion (C) 


CONFIDENTIAL 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 851 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 3 


Wistar: Crl: WI (Han) 


Animal Ref.: 203 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 852 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 4 


Wistar: Crl: WI (Han) 


Animal Ref.: 204 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


SEDs. She eva el, Shi Shan ee ale Localised hairloss; Left forelimb 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


(C) 


CONFIDENTIAL 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 853 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 5 


Wistar: Crl: WI (Han) 


Animal Ref.: 205 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 854 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 6 


Wistar: Crl: WI (Han) 


Animal Ref.: 206 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 855 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: i 


Wistar: Crl: WI (Han) 


Animal Ref.: 207 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 856 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 8 


Wistar: Crl: WI (Han) 


Animal Ref.: 208 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 857 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 9 


Wistar: Crl: WI (Han) 


Animal Ref.: 209 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 858 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 10 


Wistar: Crl: WI (Han) 


Animal Ref.: 210 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 859 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: da. 


Wistar: Crl: WI (Han) 


Animal Ref.: 211 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 860 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 12 


Wistar: Crl: WI (Han) 


Animal Ref.: 212 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 861 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 13 


Wistar: Crl: WI (Han) 


Animal Ref.: 213 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 862 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 14 


Wistar: Crl: WI (Han) 


Animal Ref.: 214 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


SEDs. She eva el, Shi Shan ee ale Localised hairloss; Left and right forelimbs (C) 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 27 


Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 863 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 15 


Wistar: Crl: WI (Han) 


Animal Ref.: 215 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


NO: ;COLrrelate. 23..te oh Siders a guises 25.9 


Probable cause of death: None 


Correlated with: 


Nodule(s).; Nose (C) 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


presale See Ue ake lh ies a es ol ale Localised hairloss; Left and right forelimbs (C) 


CONFIDENTIAL 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 864 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 16 


Wistar: Crl: WI (Han) 


Animal Ref.: 216 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 27 


Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 865 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 17 


Wistar: Crl: WI (Han) 


Animal Ref.: 217 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 866 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 18 


Wistar: Crl: WI (Han) 


Animal Ref.: 218 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 867 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 19 


Wistar: Crl: WI (Han) 


Animal Ref.: 219 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 
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Provantis 


Page 868 


Test Facility Study No. 20256434 


Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 


Page: 


20 


Animal Ref.: 220 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Group: 1 Sex: 


Dose: Control Omcg 
Study Day No. (Week): 67 
** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


NO: ;COLrel ate. 4s .n0e ot. ice oR auc gh, ge gies ole te ele als Sie oi kee te 


Probable cause of death: 


None 


Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Route: Intramuscular Study Type: Reproduction 
(10) Mode of Death: TERMINAL SACRIFICE 
Correlated with: 
Localised hairloss; Thorax (C) 
Localised hairloss; Left and right forelimbs (C) 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Page 869 
Test Facility Study No. 20256434 


Provantis Date: 13-Nov-2020 9:32 Page: 21 


Individual Maternal Macroscopic Observations 


Animal Ref.: 221 Group: 1 Sex: 


Test Material: See Protocol Dose: Control Omcg 
Date of Death 
Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 


Sore/crust; hindlimb; single; left (TGL) .......... 
Sore/crust; abdominal region; single (TGL) ........ 
Sore/crust; abdominal region; single (TGL) ........ 


Probable cause of death: None 


Codes Used: (TGL) = Trackable Gross Lesion, (C) 


030CT2020 Study Day No. (Week): 69 


20256434 


Female Species: Rat Strain: Wistar: Crl: WI (Han) 


Route: Intramuscular Study Type: Reproduction 
(10) Mode of Death: TERMINAL SACRIFICE 


Correlated with: 


be Se ile sk ils ake Scab(s).; Left hindlimb (C) 

Fs tats Mesh « con es wok Scab(s).; Clipped area (C) 

see Rta ate SO Scab(s).; Abdomen (C) 
Sore(s); Abdomen; Slight (C) 


CONFIDENTIAL 


26 (GMT) 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 870 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 22 


Wistar: Crl: WI (Han) 


Animal Ref.: 222 Group: 1 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: Control Omcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


SEDs. She eva el, Shi Shan ee ale Localised hairloss; Whole body 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


(C) 


Reproduction 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 


Page 871 


Test Facility Study No. 20256434 


Page: 23 


Animal Ref.: 1 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 3:35 


Gross Pathology Observations: 


3g GRAVID UTERUS i 79.3g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis 


Individual Maternal Macroscopic Observations 


20256434 


Page 872 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 24 


Animal Ref.: 2 Group: 1 


Test Material: See Protocol Dose: Control Omcg 
Date of Death : 24SEP2020 Study Day No. 
Date of Necropsy: 24SEP2020 ** NECROPSY COMPLETE ** 


Female 


Route: Intramuscular 
Mode of Death: 


Species: 


Study Type: 
TERMINAL SACRIFICE 


Crl: WI (Han) 


Reproduction 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 353.0g 


Gross Pathology Observations: 


NO CORRELATE; 


No correlatel. «$s! e004 Sal nam sine Sloe Ss Sal ess ay 


Probable cause of death: None 


GRAVID UTERUS 


94.8g 


Correlated with: 


Localised hairloss; 


Left and right forelimbs (C) 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 


Page 873 


Test Facility Study No. 20256434 


Page: 25 


Animal Ref.: 3 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 372: 


Gross Pathology Observations: 


5g GRAVID UTERUS 7 98.7g 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Provantis Date: 13-Nov-2020 9:32 
Individual Maternal Macroscopic Observations 


20256434 


Page: 


Page 874 


Test Facility Study No. 20256434 


26 


Animal Ref.: 4 


Test Material: See Protocol 
Date of Death 23SEP2020 
Date of Necropsy: 23SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 45 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


367.19 


GRAVID UTERUS i 86.5g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 


Page 875 


Test Facility Study No. 20256434 


Page: 27 


Animal Ref.: 5 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 340. 


Gross Pathology Observations: 


Og GRAVID UTERUS 7 85.4g 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 27 


Individual Maternal Macroscopic Observations 


Provantis 


20256434 


Date: 


Page 876 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 28 


Animal Ref.: 6 Group: 1 


Test Material: See Protocol Dose: 


Date of Death 


Sex: 


Control Omcg 
25SEP2020 Study Day No. (Week): 47 


Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 372.6g 
Gross Pathology Observations: 


Probable cause of death: None 


None 


GRAVID UTERUS 


Female 


Route: Intramuscular 
Mode of Death: 


69.4g 


CONFIDENTIAL 


Species: 


Wistar: Crl: WI (Han) 


Study Type: 
TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Date of Necropsy: 23SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 401.1g GRAVID UTERUS 7 93.5g 


Correlated with: 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 
Alopecia; forelimb; single; left (TGL) ...................20.6- Localised hairloss; Left forelimb (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 


CONFIDENTIAL 


Final Report Page 877 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 27 
Provantis Date: 13-Nov-2020 9:32 Page: 29 
Individual Maternal Macroscopic Observations 
20256434 
Animal Ref.: 7 Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: Control Omcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 23SEP2020 Study Day No. (Week): 45 (7) Mode of Death: TERMINAL SACRIFICE 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 27 


Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 8 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 365. 


Gross Pathology Observations: 


Og GRAVID UTERUS i 79.0g 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 9 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 371. 


Gross Pathology Observations: 


2g GRAVID UTERUS i 89.3g 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Appendix 27 
Provantis 
Individual Maternal Macroscopic Observations 
20256434 
Animal Ref.: 10 Group: 1 Sex: Female Species: 


Test Material: See Protocol Dose: Control Omcg 


Date of Death : 23SEP2020 Study Day No. (Week): 45 (7) 


Date of Necropsy: 23SEP2020 ** NECROPSY COMPLETE ** 


Route: Intramuscular 
Mode of Death: 


Study Type: 
TERMINAL SACRIFICE 


Crl: WI (Han) 


Reproduction 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 353.4g GRAVID UTERUS 


Gross Pathology Observations: 


LIVER; 
Hernia; between right and left median lobes; diaphragm 


Any remaining protocol required tissues, which have been examined, 


Probable cause of death: None 


718.69 


(TGL) 


have no visible lesions 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Individual Maternal Macroscopic Observations 


Provantis 


20256434 


Date: 
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Animal Ref.: 11 Group: 1 


Test Material: See Protocol Dose: 


Date of Death 


Sex: 


Control Omcg 
25SEP2020 Study Day No. (Week): 47 


Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 360.9g 
Gross Pathology Observations: 


Probable cause of death: None 


None 


GRAVID UTERUS 


Female 


Route: Intramuscular 
Mode of Death: 


80.79 


CONFIDENTIAL 


Species: 


Wistar: Crl: WI (Han) 


Study Type: 
TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 
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Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 12 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 361. 


Gross Pathology Observations: 


lg GRAVID UTERUS 7 85.1g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 13 Group: 1 


Test Material: See Protocol Dose: Control Omcg 
Date of Death : 25SEP2020 Study Day No. 
Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 


Female 


Route: Intramuscular 
Mode of Death: 


Species: 


Study Type: 
TERMINAL SACRIFICE 


Crl: WI (Han) 


Reproduction 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 348 .6g 


Gross Pathology Observations: 


NO CORRELATE; 


No correlatel. «$s! e004 Sal nam sine Sloe Ss Sal ess ay 


Probable cause of death: None 


GRAVID UTERUS 


86.1g 


Correlated with: 


Localised hairloss; 


Left and right forelimbs (C) 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 
Individual Maternal Macroscopic Observations 


20256434 


Page: 


Page 884 


Test Facility Study No. 20256434 


36 


Animal Ref.: 14 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


346.1g 


GRAVID UTERUS i 84.4g 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 15 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 53 (8) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 388. 


Gross Pathology Observations: 


3g GRAVID UTERUS i 88.9g 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Provantis 


20256434 


Date: 
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Animal Ref.: 16 Group: 1 


Test Material: See Protocol Dose: 


Date of Death 


Sex: 


Control Omcg 
22SEP2020 Study Day No. (Week): 44 


Date of Necropsy: 22SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 348 .6g 
Gross Pathology Observations: 


Probable cause of death: None 


None 


GRAVID UTERUS 


Female 


Route: Intramuscular 
Mode of Death: 


81.9g 


CONFIDENTIAL 


Species: 


Wistar: Crl: WI (Han) 


Study Type: 
TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 
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090177e195dde5dd\Approved\Approved On 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 27 


Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 17 


Test Material: See Protocol 
Date of Death 040CT2020 
Date of Necropsy: 040CT2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 56 (8) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 429. 


Gross Pathology Observations: 


2g GRAVID UTERUS i 96.3g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis 


20256434 


Date: 
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Animal Ref.: 18 Group: 1 


Test Material: See Protocol Dose: 


Date of Death 


Sex: 


Control Omcg 
25SEP2020 Study Day No. (Week): 47 


Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: 398.9g 


Organ Weights: 


NECROPSY BODYWEIGHT : 398.9g 
Gross Pathology Observations: 


Probable cause of death: None 


None 


GRAVID UTERUS 


Female 


Route: Intramuscular 
Mode of Death: 


95.6g 


CONFIDENTIAL 


Species: 


Wistar: Crl: WI (Han) 


Study Type: 
TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 
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Appendix 27 
Provantis 
Individual Maternal Macroscopic Observations 
20256434 
Animal Ref.: 19 Group: 1 Sex: Female Species: 


Test Material: See Protocol Dose: Control Omcg 


Date of Death : 22SEP2020 Study Day No. (Week): 44 (7) 


Date of Necropsy: 22SEP2020 ** NECROPSY COMPLETE ** 


Route: Intramuscular 
Mode of Death: 


Study Type: 
TERMINAL SACRIFICE 


Crl: WI (Han) 


Reproduction 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 331.3g GRAVID UTERUS 


Gross Pathology Observations: 


LIVER; 
Hernia; between right and left median lobes; diaphragm 


Any remaining protocol required tissues, which have been examined, 


Probable cause of death: None 


717.89 


(TGL) 


have no visible lesions 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 20 Group: 1 


Test Material: See Protocol Dose: Control Omcg 


Date of Death : 24SEP2020 Study Day No. 


(Week) : 


Sex: Female Species: 


Route: Intramuscular 
46 (7) Mode of Death: 


Date of Necropsy: 24SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NO.COrrelate!. «$\s! e004 Salaam sine Sul aiis wes Seles ste Salata aise Shlosiesies 


GRAVID UTERUS : NRO 


Correlated with: 


Study Type: 
TERMINAL SACRIFICE 


Localised hairloss; 


Crl: WI (Han) 


Reproduction 


Left and right forelimbs (C) 


NECROPSY BODYWEIGHT : 272.7g 

Gross Pathology Observations: 

NO CORRELATE; 

Probable cause of death: None 

Codes Used: (C) = Clinical Observation, 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 
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Page: 43 


Animal Ref.: 21 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 361. 


Gross Pathology Observations: 


8g GRAVID UTERUS 7 97.4g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 
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Test Facility Study No. 20256434 


Page: 44 


Animal Ref.: 22 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 1 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: Control Omcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 394. 


Gross Pathology Observations: 


8g GRAVID UTERUS i 84.1g 


None 


None 


CONFIDENTIAL 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 223 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 224 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


CONFIDENTIAL 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 225 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis Date: 13-Nov-2020 9:32 Page: 48 


Individual Maternal Macroscopic Observations 


20256434 

Animal Ref.: 226 Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 14SEP2020 Study Day No. (Week): 50 (8) Mode of Death: UNPLANNED TERMINAL SACRIFICE 
Date of Necropsy: 14SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Gross Pathology Observations: None 
Probable cause of death: None 

CONFIDENTIAL 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 227 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 228 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Individual Maternal Macroscopic Observations 
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Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 229 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 
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Provantis Date: 13-Nov-2020 9:32 Page: 52 


Individual Maternal Macroscopic Observations 


20256434 
Animal Ref.: 230 Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 020CT2020 Study Day No. (Week): 68 (10) Mode of Death: TERMINAL SACRIFICE 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


Hash Stchipish Stcietek ae Pup(s) - Red ocular mucous membrane; 1 Female; Left eye (C) 


CONFIDENTIAL 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 901 
Test Facility Study No. 20256434 
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Wistar: Crl: WI (Han) 


Animal Ref.: 231 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 232 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 233 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 234 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


SEDs. She eva el, Shi Shan ee ale Localised hairloss; Dorsal neck region (C) 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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13-Nov-2020 9:32 Page: 57 


Wistar: Crl: WI (Han) 


Animal Ref.: 235 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 
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Test Facility Study No. 20256434 


Provantis Date: 13-Nov-2020 9:32 Page: 


Individual Maternal Macroscopic Observations 


20256434 


58 


Animal Ref.: 236 Group: 2 


Sex: 


Test Material: See Protocol Dose: BNT162b1 30mcg 


Date of Death 15SEP2020 
Date of Necropsy: 15SEP2020 


Study Day No. 


(Week) : 
** NECROPSY COMPLETE ** 


Female Species: Rat Strain: Wistar: Crl: WI (Han) 


Route: Intramuscular Study Type: Reproduction 
(8) Mode of Death: UNPLANNED TERMINAL SACRIFICE 


Terminal Body Weight: None 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 


Alopecia; forelimb; abdominal region; single; 


left 


Correlated with: 


(AGL): +: ste. Localised hairloss; Left forelimb (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 


CONFIDENTIAL 


26 (GMT) 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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13-Nov-2020 9:32 Page: 59 


Wistar: Crl: WI (Han) 


Animal Ref.: 237 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


SEDs. She eva el, Shi Shan ee ale Localised hairloss; Left and right forelimbs (C) 


CONFIDENTIAL 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 238 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 239 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


120CT2020 Study Day No. 


(Week): 78 (12) 


Date of Necropsy: 120CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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13-Nov-2020 9:32 Page: 62 


Wistar: Crl: WI (Han) 


Animal Ref.: 240 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


010CT2020 Study Day No. 


(Week): 67 (10) 


Date of Necropsy: 010CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 911 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 63 


Wistar: Crl: WI (Han) 


Animal Ref.: 241 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


040CT2020 Study Day No. 


(Week): 70 (10) 


Date of Necropsy: 040CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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13-Nov-2020 9:32 Page: 64 


Wistar: Crl: WI (Han) 


Animal Ref.: 242 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 913 
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13-Nov-2020 9:32 Page: 65 


Wistar: Crl: WI (Han) 


Animal Ref.: 243 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 


Page 914 
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13-Nov-2020 9:32 Page: 66 


Wistar: Crl: WI (Han) 


Animal Ref.: 244 Group: 2 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 


22-Dec-2020 14: 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 


Page 915 


Test Facility Study No. 20256434 


Page: 67 


Animal Ref.: 23 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 334. 


Gross Pathology Observations: 


3g GRAVID UTERUS i 81.4g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Individual Maternal Macroscopic Observations 


Provantis 


20256434 


Page 916 
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13-Nov-2020 9:32 Page: 68 


Animal Ref.: 24 Group: 2 Sex: 


Test Material: See Protocol Dose: BNT162b1 30mcg 


Date of Death : 25SEP2020 Study Day No. (Week): 47 


Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 


Female 


Route: Intramuscular 
Mode of Death: 


Species: 


Study Type: 
TERMINAL SACRIFICE 


Crl: WI (Han) 


Reproduction 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 364.8g GRAVID UTERUS 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 


Any remaining protocol required tissues, which have been examined, 


Probable cause of death: None 


96.4g 


have no visible lesions 
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Individual Maternal Macroscopic Observations 


Provantis 


20256434 


Date: 


Page 917 
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13-Nov-2020 9:32 Page: 69 


Animal Ref.: 25 Group: 2 


Test Material: See Protocol Dose: 


Date of Death 


Sex: 


BNT162b1 30mcg 
23SEP2020 Study Day No. (Week): 45 


Date of Necropsy: 23SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 382.9g 
Gross Pathology Observations: 


Probable cause of death: None 


None 


GRAVID UTERUS 


Female 


Route: Intramuscular 
Mode of Death: 


93.7g 


CONFIDENTIAL 


Species: 


Wistar: Crl: WI (Han) 


Study Type: 
TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 
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Test Facility Study No. 20256434 


Page: 70 


Animal Ref.: 26 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 3c: 


Gross Pathology Observations: 


5g GRAVID UTERUS 102.4g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 
Individual Maternal Macroscopic Observations 


20256434 


Page: 


Page 919 


Test Facility Study No. 20256434 


71 


Animal Ref.: 27 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


368.19 


GRAVID UTERUS 106.4g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 


Page 920 


Test Facility Study No. 20256434 


Page: 72 


Animal Ref.: 28 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 424, 


Gross Pathology Observations: 


3g GRAVID UTERUS : 93.4g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 Page: 73 


Individual Maternal Macroscopic Observations 


20256434 
Animal Ref.: 29 Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 22SEP2020 Study Day No. (Week): 44 (7) Mode of Death: TERMINAL SACRIFICE 
Date of Necropsy: 22SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Organ Weights: 
NECROPSY BODYWEIGHT : 311.8g GRAVID UTERUS . 53.79 
Gross Pathology Observations: Correlated with: 
NO CORRELATE; 
NO. .COFFELACE . cos) nema ds S42) estes Sal Seas Oo Shoes 26 Thleves O46 Galasins es Swelling.; Injection site 2 (C) 
Probable cause of death: None 
Codes Used: (C) = Clinical Observation 
CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 
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Test Facility Study No. 20256434 
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Animal Ref.: 30 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 354. 


Gross Pathology Observations: 


2g GRAVID UTERUS i 94.1g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 Page: 


Individual Maternal Macroscopic Observations 


20256434 


Page 923 


Test Facility Study No. 20256434 


75 


Animal Ref.: 31 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 


** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 335.6g 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 


Sore/crust; single; right 


INJECTION SITE 2; 
Firm area (TGL) 


GRAVID UTERUS 7 102.2g 


Correlated with: 


CT GE) asia acts Sula sa ats Shlasian ts Sulasinsts Scab(s).; Clipped area (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 Page: 76 


Individual Maternal Macroscopic Observations 


20256434 
Animal Ref.: 32 Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 25SEP2020 Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Organ Weights: 
NECROPSY BODYWEIGHT : 393.9g GRAVID UTERUS i 104.7g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
Pale (TGL) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 


Page 925 


Test Facility Study No. 20256434 


Page: 77 


Animal Ref.: 33 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 388. 


Gross Pathology Observations: 


3g GRAVID UTERUS i 87.1g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Individual Maternal Macroscopic Observations 


Provantis 


20256434 
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Animal Ref.: 34 Group: 2 Sex: 


Test Material: See Protocol Dose: BNT162b1 30mcg 


Date of Death : 25SEP2020 Study Day No. (Week): 47 


Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 


Female 


Route: Intramuscular 
Mode of Death: 


Species: 


Study Type: 
TERMINAL SACRIFICE 


Crl: WI (Han) 


Reproduction 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 352.0g GRAVID UTERUS 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 


Any remaining protocol required tissues, which have been examined, 


Probable cause of death: None 


92.6g 


have no visible lesions 
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Provantis Date: 13-Nov-2020 9:32 
Individual Maternal Macroscopic Observations 


20256434 


Page: 
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719 


Animal Ref.: 35 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


390.1g 


GRAVID UTERUS 104.7g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Individual Maternal Macroscopic Observations 


20256434 


Page 928 


Test Facility Study No. 20256434 


80 


Animal Ref.: 36 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 


** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 
taken on left forelimb 
Alopecia; abdominal region; 


Sore/crust; forelimb; many; 
Alopecia; forelimb; single; 


NO CORRELATE; 
NO wCOLLeLaAte: Sse sys ce shar sees cys 


INJECTION SITE 2; 
Enlarged (TGL) 


366.0g 


GRAVID UTERUS 100.6g 


Correlated with: 


thoracic region; single (TGL) Localised hairloss; Thorax (C) 
Localised hairloss; Abdomen (C) 
HOLE (PGE) os Sasyeceecde soe Sosy codlecde ene Sigy coeds Scab(s).; Left forelimb (C) 


TELE: VCRGIL): | Pesce 2 eo aaa ee weet eke Localised hairloss; Left forelimb (C) 


Sndes Seate dsasP ee Sve ey Stee eile, ONS CORI E Se COD COP EDS Localised hairloss; Right forelimb (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 
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Provantis Date: 13-Nov-2020 9:32 


Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 37 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 385. 


Gross Pathology Observations: 


8g GRAVID UTERUS : 95.0g 


None 


None 
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Individual Maternal Macroscopic Observations 


20256434 

Animal Ref.: 38 Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 25SEP2020 Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Organ Weights: 
NECROPSY BODYWEIGHT : 346.0g GRAVID UTERUS i 87.2g 
Gross Pathology Observations: Correlated with: 
INJECTION SITE 2; 

Firm area (TGL) 

Berea GS GLa). see sar atren aise wee eivey aise javeob wi Gslsntcer Wiser Seed wip h atier Seer yetiad a dohinizer Mosryeteat a dee even sce Swelling.; Injection site 2 (C) 


Pale (TGL) 
Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 
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Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 39 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 


** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 254.3g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 


GRAVID UTERUS : NRO 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 
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Date of Necropsy: 24SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 343.5g GRAVID UTERUS 7 93.9g 


Correlated with: 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 
Alopecia; forelimb; single; right; left (TGL): taken at right- Localised hairloss; Left and right forelimbs (C) 
SUS acs ites a gabsettes serie cae sigan aig cer Siete Wake tc ihe Mi abeam BEG DIRLEE W cabiO aE OM CHE WCET A Sect ce mL WOE 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 
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Animal Ref.: 40 Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b1 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 24SEP2020 Study Day No. (Week): 46 (7) Mode of Death: TERMINAL SACRIFICE 


26 (GMT) 
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Individual Maternal Macroscopic Observations 


20256434 
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Page: 85 


Animal Ref.: 41 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Group: 2 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b1 30mcg 

Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 373: 


Gross Pathology Observations: 


5g GRAVID UTERUS 7 49.7g 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 27 


Individual Maternal Macroscopic Observations 


Provantis 


20256434 


Page 934 
Test Facility Study No. 20256434 


13-Nov-2020 9:32 Page: 86 


Animal Ref.: 42 Group: 2 Sex: 


Test Material: See Protocol Dose: BNT162b1 30mcg 


Date of Death : 25SEP2020 Study Day No. (Week): 47 


Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 


Female 


Route: Intramuscular 
Mode of Death: 


Species: 


Study Type: 
TERMINAL SACRIFICE 


Crl: WI (Han) 


Reproduction 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 421.1g GRAVID UTERUS 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 


Any remaining protocol required tissues, which have been examined, 


Probable cause of death: None 


102.1g 


have no visible lesions 
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Individual Maternal Macroscopic Observations 


20256434 


Animal Ref.: 43 


Test Material: See Protocol 
Date of Death 21SEP2020 
Date of Necropsy: 21SEP2020 


Group: 2 Sex: Female 


Dose: BNT162b1 30mcg Route: 


Study Day No. (Week): 43 (7) 
** NECROPSY COMPLETE ** 


Species: Rat Strain: Wistar: Crl: WI (Han) 


Intramuscular Study Type: Reproduction 
Mode of Death: INTERIM SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 258. 


Gross Pathology Observations: 


Tg GRAVID UTERUS : NRQ 


None 


None 


Codes Used: NRO = Not required 
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Provantis 


20256434 


Date: 
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Animal Ref.: 44 Group: 2 


Test Material: See Protocol Dose: 


Date of Death 


Sex: 


BNT162b1 30mcg 
23SEP2020 Study Day No. (Week): 45 


Date of Necropsy: 23SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 379.9g 
Gross Pathology Observations: 


Probable cause of death: None 


None 


GRAVID UTERUS 


Female 


Route: Intramuscular 
Mode of Death: 


94.3g 


CONFIDENTIAL 


Species: 


Wistar: Crl: WI (Han) 


Study Type: 
TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 
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Wistar: Crl: WI (Han) 


Animal Ref.: 245 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 T.ee oR once sk cag eagh 22.4 


Probable cause of death: None 


Correlated with: 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


SEDs. She eva el, Shi Shan ee ale Localised hairloss; Left and right forelimbs (C) 
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Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 246 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 247 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 248 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


30SEP2020 Study Day No. 


(Week): 66 (10) 


Date of Necropsy: 30SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Individual Maternal Macroscopic Observations 
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Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 249 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Provantis 
Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 250 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Individual Maternal Macroscopic Observations 
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Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 251 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Individual Maternal Macroscopic Observations 


20256434 


Date: 
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Wistar: Crl: WI (Han) 


Animal Ref.: 252 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


030CT2020 Study Day No. 


(Week): 69 (10) 


Date of Necropsy: 030CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 
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Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 253 


Test Material: See Protocol 
Date of Death 30SEP2020 
Date of Necropsy: 30SEP2020 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 66 (10) 


** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Gross Pathology Observations: 


LIVER; 
Mass a; papillary process; 


Correlated with: 


adherent to surrounding tissue; 


solid; dark; heterogeneous (TGL): 2.0x2.0x1.2cm 


SKIN/SUBCUTIS; 


Sore/crust; “back;*head;" many (TIGL): ‘ins S4lasw aks Selaesiss Seletins es Scab(s).; Head (C) 


Scab(s).; Back (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 
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Individual Maternal Macroscopic Observations 


20256434 

Animal Ref.: 254 Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 16SEP2020 Study Day No. (Week): 52 (8) Mode of Death: UNPLANNED TERMINAL SACRIFICE 
Date of Necropsy: 16SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Gross Pathology Observations: None 
Probable cause of death: None 

CONFIDENTIAL 
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Wistar: Crl: WI (Han) 


Animal Ref.: 255 Group: 3 


Sex: Female Species: Rat 


Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular 


Date of Death 


020CT2020 Study Day No. 


(Week): 68 (10) 


Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 
Gross Pathology Observations: None 


Probable cause of death: None 


CONFIDENTIAL 


Study Type: 
Mode of Death: TERMINAL SACRIFICE 


Reproduction 


26 (GMT) 
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Individual Maternal Macroscopic Observations 
20256434 
Animal Ref: 256 2=«=°*2~2«~*=~=~™ tr ne Sext Fowles. Species! Hat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 


Date of Death 020CT2020 Study Day No. (Week): 68 (10) 
Date of Necropsy: 020CT2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 
NO: ;COLrel ate. 4s .n0e ot. ice oR auc gh, ge gies ole te ele als Sie oi kee te 


Probable cause of death: None 


Mode of Death: TERMINAL SACRIFICE 


Correlated with: 


Localised hairloss; Back (C) 
Localised hairloss; Left and right forelimbs (C) 


CONFIDENTIAL 
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Animal Ref.: 257 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 258 


Test Material: See Protocol 
Date of Death 030CT2020 
Date of Necropsy: 030CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 69 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 27 


Animal Ref.: 259 


Test Material: See Protocol 
Date of Death 030CT2020 
Date of Necropsy: 030CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 69 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 260 


Test Material: See Protocol 
Date of Death 030CT2020 
Date of Necropsy: 030CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 


Alopecia; thoracic region; 


NO CORRELATE; 


Nos GOP PSUATS ocean dad ieee cerlelier 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 


Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 69 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Correlated with: 


Single: “CTCL) > ars as See ol we sla eta le Localised hairloss; Thorax (C) 


aga na ica tere late ents s aera ee male te econ cs a eerrs beara ae ae Localised hairloss; Left and right forelimbs (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 
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Animal Ref.: 261 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 262 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 263 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 264 


Test Material: See Protocol 
Date of Death 30SEP2020 
Date of Necropsy: 30SEP2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 66 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 265 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 266 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 45 


Test Material: See Protocol 
Date of Death : 22SEP2020 
Date of Necropsy: 22SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 348. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 44 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
7g GRAVID UTERUS : 85.1g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 46 


Test Material: See Protocol 
Date of Death : 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 411. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 53 (8) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
lg GRAVID UTERUS : 111.3g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 47 Group: 3 


Test Material: See Protocol Dose: BNT162b2 30mcg 
Study Day No. 
** NECROPSY COMPLETE ** 


Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Sex: Female Species: Rat 


Route: Intramuscular 
(Week): 44 (7) 


Strain: 


Wistar: Crl: WI (Han) 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT 335.7g 


Gross Pathology Observations: 


NO CORRELATE; 


NO.COrrelate’. « 3s) ncn 48s S46 eemsies eel essai s 


Probable cause of death: None 


GRAVID UTERUS 3 719.1g 


Correlated with: 


Swelling.; Injection site 2 


(C) 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 48 


Test Material: See Protocol 
Date of Death : 23SEP2020 
Date of Necropsy: 23SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 311» 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 45 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
4g GRAVID UTERUS : 67.9g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 49 


Test Material: See Protocol 
Date of Death : 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 359. 


Gross Pathology Observations: 
INJECTION SITE 2; 
Firm area (TGL) 
Fnkarged “(TGL). vs... sits Shes 
Oedematous area (TGL) 
Pale (TGL) 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
0g GRAVID UTERUS : 80.6g 


Correlated with: 


aiece Wiss Wiese w sb wi rosahissn ives asst isos Win ish. seven ater Mion anes etter ates Swelling.; Injection site 2 (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 50 


Test Material: See Protocol 
Date of Death : 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 300. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 46 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
4g GRAVID UTERUS : 60.9g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 51 


Test Material: See Protocol 
Date of Death : 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 394. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
2g GRAVID UTERUS : 104.3g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 52 


Test Material: See Protocol 
Date of Death : 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 368. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 46 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
7g GRAVID UTERUS : 94.2g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Individual Maternal Macroscopic Observations 


20256434 


Animal Ref.: 53 Group: 3 


Sex: 


Test Material: See Protocol Dose: BNT162b2 30mcg 


Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Study Day No. 


(Week) : 


** NECROPSY COMPLETE ** 


Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Route: Intramuscular Study Type: Reproduction 


(7) Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT 356.8g 


Gross Pathology Observations: 


GRAVID UTERUS 


99.6g 


Correlated with: 


SKIN/SUBCUTIS; 
Sore/crust; forelimb; single; right (TGL) ................008- Scab(s).; Clipped area (C) 
NO CORRELATE; 
NG CORRELATES: cytes. sey ese ee ae Siay eee Ss OR nee tes SRV SR, ERY ON OR. OE OTE Localised hairloss; Dorsal neck region (C) 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14 
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Individual Maternal Macroscopic Observations 


20256434 

Animal Ref.: 54 Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 25SEP2020 Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
Date of Necropsy: 25SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Organ Weights: 
NECROPSY BODYWEIGHT : 356.0g GRAVID UTERUS i 90.5g 
Gross Pathology Observations: Correlated with: 
SKIN/SUBCUTIS; 

Alopecia; forelimb; single; right; left (TGL): take on right Localised hairloss; Left and right forelimbs (C) 

BOBS TAM s Airetntts. oss sacar soar Wak 9 tel cs NCR ogee cardeicSy Mi cbhm aE W SOriM GEE S Gah abe (SHEE: W cal sew fev nab wos 


INJECTION SITE 2; 
Enlarged (TGL) 
Pale (TGL) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 55 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 356.8g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 88.1g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Individual Maternal Macroscopic Observations 


20256434 


Animal Ref.: 56 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Group: 3 Sex: Female 


Dose: BNT162b2 30mcg Route: 


Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Species: Rat Strain: Wistar: Crl: WI (Han) 


Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 310. 


Gross Pathology Observations: 


2g GRAVID UTERUS : NRQ 


None 


None 


Codes Used: NRO = Not required 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 57 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 356.3g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 104.5g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 58 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 343.9g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS i 83.2g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 59 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 359.9g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 83.3g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 60 


Test Material: See Protocol 
Date of Death : 22SEP2020 
Date of Necropsy: 22SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 346. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 44 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
4g GRAVID UTERUS . 83.8g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Individual Maternal Macroscopic Observations 


20256434 

Animal Ref.: 61 Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 22SEP2020 Study Day No. (Week): 44 (7) Mode of Death: TERMINAL SACRIFICE 
Date of Necropsy: 22SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Organ Weights: 
NECROPSY BODYWEIGHT : 368.7g GRAVID UTERUS . 89.9g 
Gross Pathology Observations: Correlated with: 
NO CORRELATE; 

NO. .COFFELAtE. cfs) nema ds Ss ee tke Sal eee ate Gel eee nee Gslevias S46 Salestaaas Localised hairloss; Left and right forelimbs (C) 
Probable cause of death: None 
Codes Used: (C) = Clinical Observation 

CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Individual Maternal Macroscopic Observations 


20256434 

Animal Ref.: 62 Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Test Material: See Protocol Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Date of Death : 22SEP2020 Study Day No. (Week): 44 (7) Mode of Death: TERMINAL SACRIFICE 
Date of Necropsy: 22SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Organ Weights: 
NECROPSY BODYWEIGHT : 350.0g GRAVID UTERUS i 93.5g 
Gross Pathology Observations: Correlated with: 
SKIN/SUBCUTIS; 

collected on right forelimb 

Alopecia; forelimb; single; right; left (TGL) ................ Localised hairloss; Left and right forelimbs (C) 
Probable cause of death: None 
Codes Used: (TGL) = Trackable Gross Lesion, (C) = Clinical Observation 

CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 63 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 329.7g 


Gross Pathology Observations: 


INJECTION SITE 2; 


Firm area (TGL) ........... 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 73.5g 


Correlated with: 


foie State ceils Sal cree a ie Bae agi nt Ils | ane i Swelling.; Injection site 2 (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 64 


Test Material: See Protocol 
Date of Death : 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 345. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 46 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
0g GRAVID UTERUS : 83.1g 
None 
None 
CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 65 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 374.8g 


Gross Pathology Observations: 
SKIN/SUBCUTIS; 

Alopecia; forelimb; single; 

FO GLOM: war ariies Aneta tes dere at 

Alopecia; thoracic region; 

thoracic region ........ 


INJECTION SITE 2; 
Firm area (TGL) 
Pale (TGL) 
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20256434 


Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS i 111.2g 


Correlated with: 


right; left (TGL): take thoracic 
abdominal; single (TGL): take Localised hairloss; Thorax (C) 
ors Sire abs Soe ai v'E we: Sob Sse: Site Sree SpE ce dom Sol ecby Fe oS Localised hairloss; Abdomen (C) 


Localised hairloss; Left and right forelimbs (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 
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Animal Ref.: 


Test Material: 
Date of Death 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


See Protocol 
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Individual Maternal Macroscopic Observations 


20256434 
Group: 3 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b2 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
3g GRAVID UTERUS . 73.0g 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


INJECTION SITE 2; 


Firm area 
Enlarged 
Pale (TGL) 


(TGL) 
(TGL) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 27 


Animal Ref.: 267 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 268 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 269 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 S.2 sk. oecen es 


Probable cause of death: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Correlated with: 


tiie hash eicdhe, ine ages mils, aN mos, She hn De Localised hairloss; Whole body (C) 
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Animal Ref.: 270 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 


NO CORRELATE; 


No: correlate). 2 S.2 sk. oecen es 


Probable cause of death: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


Correlated with: 


tiie hash micdhe, ine a Ies mils, le aN mos, she hah ee, ie Localised hairloss; Head (C) 
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Animal Ref.: 271 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 272 


Test Material: See Protocol 
Date of Death 040CT2020 
Date of Necropsy: 040CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 70 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 273 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 274 


Test Material: See Protocol 
Date of Death 30SEP2020 
Date of Necropsy: 30SEP2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 66 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 275 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Individual Maternal Macroscopic Observations 


20256434 


Animal Ref.: 276 Group: 4 Sex: 


Test Material: See Protocol Dose: BNT162b3 30mcg 


Female 


Species: Rat Strain: Wistar: Crl: WI (Han) 


Route: Intramuscular Study Type: Reproduction 


Date of Death 11SEP2020 Study Day No. (Week): 47 (7) Mode of Death: MORIBUND SACRIFICE 
Date of Necropsy: 11SEP2020 ** NECROPSY COMPLETE ** 
Terminal Body Weight: None 
Gross Pathology Observations: Correlated with: 
Stomach full of material Intestin full of material 
NO CORRELATE; 
NOFCOErE aS: tact Met DNS att he AOR ht A, I Dat ok a BOD Nat he, SR A th Bleeding; Vulva; Slight (C) 


Probable cause of death: None 


Coloured skin; Abdomen; Blue (C) 

Pale; Whole body (C) 

Purple area(s); Abdomen (C) 

Soft distended abdomen; Left and right (C) 
Swelling.; Injection site 2 (C) 


CONFIDENTIAL 
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Animal Ref.: 277 


Test Material: See Protocol 
Date of Death O07SEP2020 
Date of Necropsy: 07SEP2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 43 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: INTERIM SACRIFICE 


None 


None 
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Animal Ref.: 278 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 
Sponsor Reference No. RN9391R58 
Appendix 27 


Page 993 
Test Facility Study No. 20256434 


Provantis Date: 13-Nov-2020 9:32 Page: 145 


Individual Maternal Macroscopic Observations 


Animal Ref.: 279 Group: 4 Sex: 


Test Material: See Protocol Dose: BNT162b3 30mcg 


Date of Death : 14SEP2020 Study Day No. (Week): 50 


Date of Necropsy: 14SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Gross Pathology Observations: 
LIVER; 
Pale; all lobes (TGL) 


SPLEEN; 
Enlarged (TGL) 


20256434 


Female Species: Rat Strain: Wistar: Crl: WI (Han) 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: UNPLANNED TERMINAL SACRIFICE 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: None 
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Animal Ref.: 280 


Test Material: See Protocol 
Date of Death 030CT2020 
Date of Necropsy: 030CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 69 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 281 


Test Material: See Protocol 
Date of Death 040CT2020 
Date of Necropsy: 040CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 70 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 282 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 283 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 


CONFIDENTIAL 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 27 


Animal Ref.: 284 


Test Material: See Protocol 
Date of Death 020CT2020 
Date of Necropsy: 020CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 68 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 285 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 286 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 287 


Test Material: See Protocol 
Date of Death 010CT2020 
Date of Necropsy: 010CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 67 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 288 


Test Material: See Protocol 
Date of Death 040CT2020 
Date of Necropsy: 040CT2020 


Terminal Body Weight: None 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 70 (10) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


None 


None 
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Animal Ref.: 67 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 326.1g 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS i 83.3g 


None 


None 
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Animal Ref.: 


Test Material: 
Date of Death 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


See Protocol 
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Individual Maternal Macroscopic Observations 


20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 46 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
-4g GRAVID UTERUS : 56.5g 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


INJECTION SITE 2; 


Firm area 
Enlarged 
Pale (TGL) 


(TGL) 
(TGL) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 
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Animal Ref.: 69 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 337.3g 


Gross Pathology Observations: 


LIVER; 
Mottled surface; all lobes 


INJECTION SITE 2; 


BRivm area: -(TGL)) ices kd oe: soars 
Enlarged (TGL) ............ 


Pale (TGL) 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 74.3g 


Correlated with: 


(TGL) 


Sesasl Ses Sosy Sosasaus ei see KORY Seeseaes Soe easy Seu ees Oe SoRy Sees Swelling.; Injection site 2 (C) 
Sih eae kt bah oe a take oe ba ae 6 bane eA a a ak ee ake aah Swelling.; Injection site 2 (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 
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Animal Ref.: 70 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 390.1g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 


Bnikarged<(LGL) «wa sive aes onsi 


Pale (TGL) 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 86.8g 


Correlated with: 


CG, Oras, gRe ccs ata ANUS ust Ure Ris, Sie et Lee tS, AMC ty ECS at Swelling.; Injection site 2 (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 
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Animal Ref.: 


Test Material: 
Date of Death 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


See Protocol 


Page 1007 
Test Facility Study No. 20256434 


Provantis Date: 13-Nov-2020 9:32 Page: 159 
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20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
3g GRAVID UTERUS . 719.9g 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


INJECTION SITE 2; 


Firm area 
Enlarged 
Pale (TGL) 


(TGL) 
(TGL) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 
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Animal Ref.: 72 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 375. 


Gross Pathology Observations: 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


9g GRAVID UTERUS i 84.9g 


None 


None 
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Animal Ref.: 73 


Test Material: See Protocol 
Date of Death 22SEP2020 
Date of Necropsy: 22SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 347.1g 


Gross Pathology Observations: 
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Provantis Date: 13-Nov-2020 9:32 Page: 161 
Individual Maternal Macroscopic Observations 


20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 44 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS i 80.2g 


None 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 74 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 341.7g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS i 92.5g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 75 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 355.8g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS : 91.7g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 
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Animal Ref.: 76 


Test Material: See Protocol 
Date of Death : 22SEP2020 
Date of Necropsy: 22SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 369. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 44 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
Tg GRAVID UTERUS : 105.0g 
None 
None 
CONFIDENTIAL 


26 (GMT) 
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Provantis 


Individual Maternal Macroscopic Observations 


20256434 
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Animal Ref.: 77 Group: 4 


Test Material: See Protocol Dose: BNT162b3 30mcg 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Sex: Female 


Route: 


Species: Rat 


Intramuscular 


Wistar: Crl: WI (Han) 


Study Type: Reproduction 


Mode of Death: TERMINAL SACRIFICE 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT 354.5g 


Gross Pathology Observations: 


SKIN/SUBCUTIS; 
Alopecia; forepaw; abdominal; right; 


ABGOMAUN GS ASA: suse scot ays asain ces a panetes ween 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
Pale (TGL) 


Any remaining protocol required tissues, 


Probable cause of death: None 


GRAVID UTERUS 


left (TGL): taken on 


which have been examined, 


89.7g 


Correlated with: 


Localised hairloss; Abdomen 


(C) 


Localised hairloss; Left and right forelimbs (C) 


have no visible lesions 


CONFIDENTIAL 


26 (GMT) 
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Individual Maternal Macroscopic Observations 


Animal Ref.: 78 Group: 4 Sex: 


Test Material: See Protocol Dose: BNT162b3 30mcg 


Date of Death : 24SEP2020 Study Day No. (Week): 46 


Date of Necropsy: 24SEP2020 ** NECROPSY COMPLETE ** 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 364.0g GRAVID UTERUS 


Gross Pathology Observations: 


NO CORRELATE; 


NO. COLrel ate’. «Fiennes esl new sins Galpns sss Geloss els Gulowa ss 


Probable cause of death: None 


20256434 


Female Species: Rat Strain: Wistar: Crl: WI (Han) 


Route: Intramuscular Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


95.7g 


Correlated with: 


eS avere sits Localised hairloss; Back (C) 


Localised hairloss; Left and right forelimbs (C) 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 Page: 167 


Animal Ref.: 79 


Test Material: See Protocol 
Date of Death : 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 367. 


Gross Pathology Observations: 
INJECTION SITE 1; 
Pale (TGL) 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
Pale (TGL) 


Individual Maternal Macroscopic Observations 


20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
8g GRAVID UTERUS : 53.2g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 


Test Material: 
Date of Death 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


See Protocol 
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Individual Maternal Macroscopic Observations 


20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
.9g GRAVID UTERUS : 76.5g 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


INJECTION SITE 2; 


Firm area 
Enlarged 
Pale (TGL) 


(TGL) 
(TGL) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Provantis Date: 13-Nov-2020 9:32 Page: 169 


Animal Ref.: 81 


Test Material: See Protocol 
Date of Death : 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 360. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
0g GRAVID UTERUS : 92.8g 
None 
None 
CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 82 


Test Material: See Protocol 
Date of Death 24SEP2020 
Date of Necropsy: 24SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 337.3g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 
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Individual Maternal Macroscopic Observations 


20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 46 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 71.2g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 83 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 351.3g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 


Fntkarged> (LEG) ve seve awe esse 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 77.3g 


Correlated with: 


DeatiSh eae, wines aa ANS eae en Vee ai ie is Lic ts ees, ney ch Swelling.; Injection site 2 (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 


Test Material: 
Date of Death 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


See Protocol 
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Individual Maternal Macroscopic Observations 


20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 47 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
.6g GRAVID UTERUS : 76.2g 


NECROPSY BODYWEIGHT 


Gross Pathology Observations: 


INJECTION SITE 2; 


Firm area 


(TGL) 


Enlarged (TGL) 


Pale (TGL) 


Correlated with: 


Sissi Mece a vsh weaves: Yay a Pal wirer alien ice uatieiton tier atten eraehintrer aioe ich aus reat Swelling.; Injection site 2 (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 85 


Test Material: See Protocol 
Date of Death : 23SEP2020 
Date of Necropsy: 23SEP2020 


Terminal Body Weight: None 
Organ Weights: 


NECROPSY BODYWEIGHT : 388. 


Gross Pathology Observations: 


Individual Maternal Macroscopic Observations 


20256434 
Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular Study Type: Reproduction 
Study Day No. (Week): 45 (7) Mode of Death: TERMINAL SACRIFICE 
** NECROPSY COMPLETE ** 
2g GRAVID UTERUS : 90.2g 
None 
None 
CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 86 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 343.6g 


Gross Pathology Observations: 


LIVER; 
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20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS i 86.0g 


Correlated with: 


Abnormal shape; left median lobe (TGL) 
Small; left median lobe (TGL) 


Mottled surface; all lobes 


INJECTION SITE 2; 


Firm area (TGL) ........... 


Pale (TGL) 


(TGL) 


See Soe ROO Oe eI TEN RCE ON TO RN EO Swelling.; Injection site 2 (C) 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 


22-Dec-2020 14: 


090177e195dde5dd\Approved\Approved On 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 27 


Animal Ref.: 87 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 361.2g 


Gross Pathology Observations: 
INJECTION SITE 2; 

Enlarged (TGL) 

Pale (TGL) 


Page 1023 
Test Facility Study No. 20256434 


Provantis Date: 13-Nov-2020 9:32 Page: 175 
Individual Maternal Macroscopic Observations 


20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 87.2g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 


26 (GMT) 
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Animal Ref.: 88 


Test Material: See Protocol 
Date of Death 25SEP2020 
Date of Necropsy: 25SEP2020 


Terminal Body Weight: None 


Organ Weights: 


NECROPSY BODYWEIGHT : 358.1g 


Gross Pathology Observations: 


INJECTION SITE 2; 
Firm area (TGL) 
Enlarged (TGL) 


Page 1024 
Test Facility Study No. 20256434 


Provantis Date: 13-Nov-2020 9:32 Page: 176 
Individual Maternal Macroscopic Observations 


20256434 


Group: 4 Sex: Female Species: Rat Strain: Wistar: Crl: WI (Han) 
Dose: BNT162b3 30mcg Route: Intramuscular 
Study Day No. (Week): 47 (7) 
** NECROPSY COMPLETE ** 


Study Type: Reproduction 
Mode of Death: TERMINAL SACRIFICE 


GRAVID UTERUS 7 83.3g 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Probable cause of death: 


None 


CONFIDENTIAL 
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Individual Pup Macroscopic Observations 


20256434 


Omcg 

Dam: 201 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


t 
t 
t 
t 
t 
t 
Observations, No abnormalities detected 
t 
t 
t 
t 
t 
t 
t 


Dam: 202 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 


CONFIDENTIAL 
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Individual Pup Macroscopic Observations 


20256434 


Omcg 
No abnormalities detected 
No abnormalities detected 


No abnormalities detected 
No abnormalities detected 


ies detected 
ies detected 
ies detected 
ies detected 


No abnorma 
No abnorma 
No abnorma 
No abnorma 


ies detected 
ies detected 


Observations, No abnorma 
Observations, No abnorma 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 


Dam: 204 


1].....Observations, No abnormalities detected 
2|.....Observations, No abnormalities detected 


it 
it 
it 
it 
Observations, No abnormalities detected 
it 
it 
it 
it 


CONFIDENTIAL 
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PNA301 - 01/00 


Provantis 


Individual Pup Macroscopic Observations 


20256434 
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Control Findings 
Omcg 


Dam: 204 (Continued...) 


Observations, No abnormalit 
Observations, No abnormalit 
Observations, No abnormalit 
Observations, No abnormalit 
Observations, No abnormalit 
it 
t 
t 
t 
t 
t 


Observations, No abnorma 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


Observations, Abdomen 
Stomach, No milk 

Observations, Abdomen 
Stomach, No milk 


ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 


CONFIDENTIAL 
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0 


Provantis 
Individual Pup Macroscopic Observations 


20256434 
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Control 
Omcg 


Dam: 205 


Dam: 206 


(Continued...) 

Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, Abdomen 


Abdomen, Autolysis 
Observations, Thorax 


Thoracic, Autolysis 
Observations, Abdomen 
Abdomen, Autolysis 
Observations, Thorax 
Thoracic, Autolysis 
Observations, General 
General, Cannibalized 


Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594862 
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91R58 


Provantis 


Individual Pup Macroscopic Observations 


20256434 
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Control Findings 
Omcg 


Dam: 206 (Continued...) 


Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 


Observations, 
Observations, 


Observations, 
Observations, 
Observations, 


Observations, 
Stomach, No milk 
Observations, 


Observations, 
Observations, 
Observations, 
Observations, 


No abnorma 


Abdomen 


No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 


No abnormali 
No abnormali 
No abnormali 
No abnormali 
No abnormali 


No abnormali 
No abnormali 
No abnormali 
No abnormali 
No abnormali 


No abnormali 
No abnormali 
No abnormali 


ties detected 
ties detected 
ties detected 
ties detected 
ties detected 
ities detected 
ties detected 
ties detected 
ties detected 
ties detected 
ties detected 


ies detected 
ies detected 
ies detected 


ities detected 
ities detected 
ities detected 
ities detected 
ities detected 


CONFIDENTIAL 
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Individual Pup Macroscopic Observations 


20256434 


Omcg 

Dam: 208 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


t 
t 
t 
t 
t 
t 
Observations, No abnormalities detected 
t 
t 
t 
t 
t 
t 


Dam: 209 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594864 
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Provantis 


Individual Pup Macroscopic Observations 


20256434 
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Control Findings 
Omcg 


Dam: 209 (Continued...) 


Observations, 
Observations, 
Observations, 


Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Dam: 211 


Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 


No abnorma 
No abnorma 
No abnorma 


No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnormal 


No abnormal 
No abnormal 
No abnormal 
No abnormal 
No abnormal 
No abnormal 


ities detected 
ities detected 
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ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
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Individual Pup Macroscopic Observations 


20256434 


30mcg 

Dam: 272 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


t 
t 
t 
t 
t 
t 
t 
t 
t 
t 
t 
t 


Dam: 273 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
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Individual Pup Macroscopic Observations 


20256434 
BNT162b3 {Findings 
30mcg 


Dam: 273 (Continued... 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, Abdomen 
Stomach, No milk 
Dam: 274 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 


t 
t 
t 
t 
Observations, No abnormalities detected 
t 
t 
t 
t 


Dam: 275 


Pe Observations, No abnormalities detected 
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BNT162b3 {Findings 
30mcg 


Dam: 275 (Continued...) 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


Observations, Abdomen 
Stomach, Milk 

Observations, Abdomen 
Stomach, Milk 


Observations, Abdomen 
Stomach, Milk 

Observations, Abdomen 
Stomach, No milk 

Observations, Abdomen 
Abdomen, Cannibalized 


ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
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BNT162b3 {Findings 
30mcg 


Dam: 277 


Dam: 278 


Dam: 279 


Observations, No abnormalit 
Observations, No abnormalit 
Observations, No abnormalit 
Observations, No abnormalit 
Observations, No abnormalit 
it 
t 
t 
t 
t 
t 


Observations, No abnorma 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


Observations, Abdomen 
Abdomen, Cannibalized 
Observations, Thorax 
Thoracic, Cannibalized 
Observations, Abdomen 
Abdomen, Cannibalized 
Observations, Thorax 
Thoracic, Cannibalized 


ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
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Individual Pup Macroscopic Observations 


20256434 


BNT162b3_ | Findings 
30mcg 
Dam: 279 (Continued...) 


Observations, Abdomen 
Abdomen, Cannibalized 
Observations, Thorax 
Thoracic, Cannibalized 
Observations, Abdomen 
Abdomen, Cannibalized 
Observations, Thorax 
Thoracic, Cannibalized 
Observations, Abdomen 
Abdomen, Cannibalized 
Observations, Thorax 
Thoracic, Cannibalized 
Observations, Abdomen 
Abdomen, Cannibalized 
Observations, Thorax 
Thoracic, Cannibalized 
Observations, Abdomen 
Abdomen, Cannibalized 
Observations, Thorax 
Thoracic, Cannibalized 
Observations, Abdomen 
Abdomen, Cannibalized 


ized 
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Individual Pup Macroscopic Observations 


20256434 


30mcg 

Dam: 280 
ies detected 
ies detected 
ies detected 


ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 
Observations, No abnormali 


t 
t 
t 
t 
t 
Observations, No abnormalities detected 
t 
t 
t 
t 
t 


Dam: 281 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
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Individual Pup Macroscopic Observations 


20256434 


BNT162b3 | Findings 
FE a 
Dam: 281 (Continued...) 
10].....Observations, No abnormalities detected 


Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, Abdomen 

Stomach, Milk 
Observations, Abdomen 

Stomach, Milk 


Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
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Individual Pup Macroscopic Observations 


0 


BNT162b3_ |Findings 
30mcg 
Dam: 283 (Continued... 


Observations, < abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 


, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 
, No abnormalities detected 


Dam: 285 


1].....O0bservations, No abnormalities detected 
2|.....Observations, No abnormalities detected 
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BNT162b3 | Findings 
30mcg 


(Continued...) 


Dam: 285 


Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 


Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 


No abnorma 


No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 
No abnorma 


No abnormali 
No abnormali 
No abnormali 
No abnormali 


No abnormali 
No abnormali 
No abnormali 
No abnormali 


ties detected 
ties detected 
ties detected 
ties detected 
ities detected 
ties detected 
ties detected 
ties detected 
ties detected 


ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
ities detected 
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BNT162b3__|Findings 
30mcg 


Dam: 287 
Observations, 


No abnorma 


Observations, Abdomen 


Testis, Small, [left 
Observations, 


Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 
Observations, 


Observations, 
Head/neck, Canni 

Observations, Thorax 
Thoracic, Cannibalized 


and right] 


Head/neck 
balized 


No abnormali 
No abnormali 
No abnormali 
No abnormali 
No abnormali 
No abnormali 
No abnormali 
No abnormali 


ities detected 


ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 
ies detected 


Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
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Individual Pup Macroscopic Observations 


20256434 


BNT162b3__ {Findings 
30mcg 
Dam: 288 (Continued...) 


Observations, No abnormalities detected 
Observations, No abnormalities detected 


Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
Observations, No abnormalities detected 
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Historical Control Data 


Rat Wistar : Crl-WI 


Oestrous cycle - before treatment 


Females Cycle length Irregularity Oestrous days Females acyclic or 
Study | Year | evaluated (days) index (%) with severe period 


Wea sp [Men | sen ee 
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Historical Control Data 


Rat Wistar : Crl-WI 


Oestrous cycle - during treatment (pre-mating period 


Females Cycle length Irregularity Oestrous days Females acyclic or 
Study | Year | evaluated (days) index (%) with seyehe period 


SO CT SS 
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Historical Control Data 
Rat Wistar : Crl-WI 


Maternal body weight gain during gestation 


Dams D D D D D D D D D 
Study | Year | with live 0 to6 6 to9 9 to 12 12 to 15 15 to 18 6 to 18 18 to 20 6 to 21 18 to 21 


foetuses 


2014 to 2016 119 
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Historical Control Data 
Rat Wistar : Crl-WI 


Maternal food consumption (g/day) during gestation 


SD 


Dams D D D D D D D D D 
with live 0 to6 6 to9 9 to 12 12 to 15 15 to 18 6 to 18 18 to 20 6 to 21 18 to 21 


foetuses 


2.6 3.1 3.3 2.8 29 2.8 3.1 2.5 2.7 
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Historical Control Data 


Rat Wistar : Crl-WI 


Caesarean data collected on day 21 of gestation - page 1/2 


|. Numberoffemales | Numbero Number o Pre-implantation | Early resorptions | Late resorptions | Post-implantation 
Study | Year | Mated | Pregnant | With live | corpora lutea uterine implants loss % per dam per dam loss % 
foetuses [Mean [| SD_| Mean | SD [| Mean | SD | Mean [ SD | Mean | SD | Mean [ SD 


2014 to 2016 536 514 508 12.8 19 vB RVA 2.6 7.8 12.5 0.9 1.2 0.1 0.5 9.0 13.4 
96% 95% 
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Historical Control Data 


Rat Wistar : Crl-WI 


Caesarean data collected on day 21 of gestation - page 2/2 


| Numberoffemales | Dead Live litter Litter weight (g) Foetal weight (g Uterus weight (g) 
Study | Year | Mated] Pregnant | With live | foetuses size on GD at on GD 2 on GD at ae 
foetuses Mean] 


SAIYAN NIN NINN NAIA YNDADADADWDWDWAAW OW 
S coooccoocoocococoooocooooocooocooooco 


2014 to 2016 536 514 508 0 10.8 2.5 54.4 11.4 5.02 0.25 74.9 15.1 51.2 
96% 95% 
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Historical Control Data 


Rat Wistar : Crl-WI 
Malformations (external, internal and skeletal 


Number | Number | Number of litters} Litter | Number of | Foetal Type of 
Study} Year | of litters | of foetuses} with malformed a ass malformed wee i malformation 
examined] examined foetuses foetuses by foetus 


Malformed cervical and thoracic vertebrae, and ribs 


Narrowed aortic arch 


Ist: Situs inversus, abnormal lobation of lung 
2nd: Situs inversus, abnormal lobation of lung, transposed great vessels 


0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
2 a 2 
0 0 
2 : 2 


Ist: Cleft lip and palate; 2nd: Malformed thoracic vertebrae 


Agnathia 


Ist: Microphtalmia; 2nd: Proboscis (malformed skull) 


Proboscis 


SOS/OPRKlOPVNJOlOsOl/O]/ oO} Re 
: : rs 
SOSO/OPRKlOPVNJOloOsoOl/o]/ Oo} eR 


Total 
ee a <$<$—~” 
ota 
ori 2016] sos _| 5539 | 2s | som | 2s fuss { 


Study nos. B17, D17, H17, Q1I7, S17, U17, D18, F18 and H18: Dose Range Finding studies with external examination only 
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Historical Control Data 


Rat Wistar : Crl-WI 


FOETAL EXAMINATION - EXTERNAL EXAMINATION ON DAY 20 OR 21 OF GESTATION 


[Number of studies included 
Number of foetuses examined 


OBSERVATION 


|Anasarca 
Exencephaly 
Head/neck: malformed 
Eye(s): malformed 
Eye(s): absent bulge 


Nose: single naris 
Proboscis 

Limbs: malrotated 
Trunk: omphalocele 


Tail: thread-like 


1 
2 
1 
0 
0 
0 
0 
2 
0 
0 
1 
0 
1 
1 
1 
1 
2 
1 
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Historical Control Data 
Rat Wistar : Crl-WI 
FOETAL EXAMINATION - FRESH VISCERAL EXAMINATION OF BODY ON DAY 20 OR 21 OF GESTATION 
2016-2018 
0 


PERIOD 
Number of studies included 
Number of foetuses examined 


OBSERVATION rN. 


Situs inversus 

Great blood vessels: malformed 
Great blood vessels: transposition 
Carotid artery: narrowed 
Pulmonary artery: malpositioned 
Subclavian artery: retroesophageal 
Umbilical artery: transposed 
Azygos vein: transposed 

Aortic arch: narrowed 

Lungs: abnormal lobation 
Lungs: lobe absent 

Thyroid gland: small 

Thorax: tissue-mass 

Diaphragm: absent 

Intestine: distended 

Stomach: narrowed 

Pancreas: large 

Pancreas: malpositioned 

Spleen: small 

Spleen: discolored 

Liver: discolored lobe 

Liver: abnormal lobation 
Adrenal gland(s): discolored 
Kidney(s): renal pelvic dilatation 
Kidney(s): malpositioned 


Ureter(s): convoluted 


Testis: malpositioned 
Testis: cyst 


2013-2015 


Z 


N 


MNF OF RR OSCSO OOOH SOK SSO OR HHH OF 
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Historical Control Data 

Rat Wistar : Crl-WI1 

FOETAL EXAMINATION - FIXED VISCERAL EXAMINATION OF HEAD ON DAY 20 OR 21 OF GESTATION 
PERIOD 2075 -20TS 


[Number of studies included 
(Number of foetuses examined 


OBSERVATION 


Head: multiple visceral abnormalities 


Brain: dilated lateral ventricles 
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Historical Control Data 

Rat Wistar : Crl-WI 

FOETAL EXAMINATION - SKELETAL EXAMINATION OF BODY ON DAY 21 OF GESTATION - Page 1/2 
PERIOD OOOCOCOCOCOCOCSCSCSCSCSCSC‘CNCNCNCNCCC*dSCCCSUTS=XOTSJ] 


Number of studies included 
Number of foetuses examined 


2 
233 
OBSERVATION % 


Metacarpals: incomplete ossification (5th digit) 
Metatarsals: unossified, Ist digit 


N 
pa 


: unossified (2nd to 5th digits), forepaws 
: unossified, forepaws 
: unossified, hindpaws 
: unossified (2nd to 5th digits), hindpaws 


wn 
ROO 


ib: supernumerary cervical 

ib: supernumerary lumbar 

ib: supernumerary lumbar (short) 
ib: short 

ib: wavy 

ib: thick 


4 
2 
12 
0 


pan 


esi 
90554) 


: incomplete ossification of 1st/3rd 
: incomplete ossification of 2nd/4th 
: incomplete ossification of 6th 

: unossified Sth 

: unossified 6th 

: extra ossification site 

: asymmetric 

: split 

: misshapen 


CORrP NOR FPF NN 
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Historical Control Data 
Rat Wistar : Crl-WI 
FOETAL EXAMINATION - SKELETAL EXAMINATION OF BODY ON DAY 21 OF GESTATION - page 2/2 


Number of studies included 
Number of foetuses examined 


ebrae, presacral arches = 27 


ebrae, cervical: incomplete ossification of arch 
ebrae, cervical: unossified odontoid process 
ebrae, cervical: unossified centrum 

ebrae, cervical: bipartite centrum 


ebrae, thoracic: incomplete ossification of centrum 

ebrae, thoracic: incomplete ossification of 1-9th centrum 
ebrae, thoracic: incomplete ossification of 10-13th centrum 
ebrae, thoracic: fused arch 

ebrae, thoracic: bipartite ossification of centrum 

ebrae, thoracic: centrum hemicentric 

ebrae, thoracic: misaligned centrum 

ebrae, thoracic: absent centrum 

ebrae, thoracic: small centrum 


ebrae, lumbar: number = 5 
ebrae, lumbar: number = 7 
ebrae, lumbar: incomplete ossification of centrum 


— MON 
ONO SSoSoOSODNSCRKYS CQES 


CO FOF BRP RHE WH 


ebrae, sacral: incomplete ossification of arches 


Ww 
Ke) 


ebrae, caudal number < 5 
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Historical Control Data 
Rat Wistar : Crl-WI 
FOETAL EXAMINATION - SKELETAL EXAMINATION OF HEAD ON DAY 21 OF GESTATION 


[Number of studies included 2 9 
[Number of foetuses examined 233 1050 


OBSERVATION [N_[_% [| _N__] 


Parietal: incomplete ossification 
Interparietal: incomplete ossification 
Supraoccipital: incomplete ossification 
Cranium: Sutural bone 

Squamosal: incomplete ossification 
Zygomatic arch: incomplete ossification 


Z 


Hyoid: incomplete ossification 
Mandible: incomplete ossification 


co NANANS 
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Han Wistar Rat 

Route of Adm.: Not infusion Studies included: 17 

Study Type: Main Litters included: 275 

Skeletal examination Fetuses included: 1721 


Location Morphology Level Count Gi 

ossification Fetuses 1 0.05 0.00 0.79 0.00 1 
Litters 4 6.53 0.00 | 55.56 0.94 5 
mares alld 1.12_| 0.00 | 6.25 fae los 
Fetuses 8 0.41 0.00 2.65 0.02 2 
Unossified arch, 1st |Litters edi gees Wecepelcocaltees sl eles 
and 2nd 248 12.81 0.00 | 42.09 0.90 10 
oe Litters 2 4.15 0.00 | 22.22 0.59 4 
caudalverstra nesses [reuses | 14 | 100 | 000 | 861 | 008 | 0 | 2 | 
F Litters 1 0.28 0.00 4.76 0.06 1 
coment _Absentarcn[rouses|_ 1 | oor | 000 | 118 | 000 | o | + | 
ewe, ae sea | acl alee a) oe le 
ossification of arch _ |Fetuses 12 0.67 0.00 5.84 0.03 3 
: Increased Litters 13 eile ee ale eed 
ossification 1st 7.40 0.00 | 26.86 | 0.49 6 
unossified 65 3.30 0.00 | 12.96} 0.21 7 
coment rot fretuses | is | 128 | 000 | ‘500 | 008 | 0 | 2 | 
Fetuses 15 1:25 0.00 5.60 0.08 2 
coment _Unsins cont [reces | 11 |_sas_| 000 | 275] 040 | 0 | 6 | 
Fetuses | 111 5.45 0.00 | 32.75 0.40 6 
cemeacentum Unesstes [ruses | 10 | 073 | 000 | 308 | 00s | o | 2 | 
Fetuses 10 0.73 0.00 3.68 0.05 2 
cranim __Suuaitone —freuses | 2 | 008 | 000 | 141 | 001 | o | 1 | 
Fetuses 2 0.08 0.00 1.41 0.01 1 
Femur tet freuses| 1 | 00s | 000 | tor | oor | o | 1 | 
Fetuses 1 0.06 0.00 1.01 0.01 1 
el 

Fetuses 51 3.27 0.00 | 15.71 0.19 
ossification 6 0.31 0.00 | 1.82 0.02 2 
incomplete 1 0.06 0.00 | 0.95 0.00 1 
Multiple skeletal Litters a 0.27 0.00 4.55 0.06 1 
ee een 
Fetuses | 133 8.74 0.00 | 34.54 0.58 8 
fumoras Tex ruses | + | oon | 000 | 088 | 000 | o | 1 | 
Fetuses 1 0.04 0.00 0.68 0.00 1 
ossification Fetuses 4 0.21 0.00 2.00 0.01 2 
F - Litters 1 1.58 0.00 | 12.50 0.24 2 
fyeid nesses ruses | 4 | 02s | 00 | 172 | 002 | o | 1 | 
See ae 
ossification Fetuses 4 0.25 0.00 1:75 0.01 2 
: 5 Litters 1 0.98 0.00 | 16.67 0.06 1 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594829 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 1099 


Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 29 

Han Wistar Rat 

Route of Adm.: Not infusion Studies included: 17 

Study Type: Main Litters included: 275 

Skeletal examination (cont'd) Fetuses included: 1721 


Fetal Obs Fetal Obs Average | ,,. 5 : 
| oe | 000 | 236 | oor | 0 | 
Fetuses 0.14 0.00 2.38 0.01 
tateRpanatal Incomplete 25.60 44.44 erate 
ossification 6.42 0.00 | 15.05 0.41 
0.28 0.00 | 4.76 | 0.06 a 
Fetuses 0.06 0.00 0.95 0.00 
ossification of arch 0.04 0.00 | 0.68 0.00 1 
Incomplete Litters 1 1.09 0.00 | 9.52 0.24 
Litters d 3.08 0.00 | 13.64 0.65 3 
tumoar_Number=7_retses | t2 | oer | 000 | srr | cos | 0 | 2 | 
Lumar —__Unossitesoentum Jretces | + | 06 | 000 | ass | coo | 0 | + | 
Fetuses 1 0.06 0.00 0.95 0.00 1 
Lumoarvereba supemimeray  |retces | 2 | coe | 000 | 120 | cot | 0 | 1 | 
Fetuses 2 0.09 0.00 1.59 0.01 1 
: Litters 1 0.28 0.00 4.76 0.06 1 
anatie fused retues | + | coe | 000 | ass | coo | 0 | 1 | 
ee 
ossification Fetuses | 162 12.13 0.00 | 46.92 0.77 6 
ee on 
2nd to 4th digit Fetuses 1 0.07 0.00 1.14 0.00 1 
SE a A ee 
2nd to 4th digit Fetuses 1 0.07 0.00 1.14 0.00 1 
Meteora! eteaton stdgt retses |_| 038 | 000 | 226 | coz | 0 | 2 | 
ossification, 5th digit. |Fetuses 6 0.35 0.00 2.25 0.02 2 
era rl A ea 
Ath digits Fetuses 1 0.06 0.00 0.95 0.00 1 
Se .., [Litters 4 14.51 0.00 | 88.89 2.35 11 
Metacerpal__Unossites. Sth dot |rotces | 72 | seo | 000 | ve7z| ozs | 0 | 6 | 
a oe 
ossification Fetuses 3 0.15 0.00 0.95 0.01 1 
a Litters 1 0.81 0.00 9.09 0.18 2 
Mewarsal —Unossfed—retues |_a | ot | 000 | 120 | cot | 0 | 1 | 
ie _., [Litters 1 3.08 0.00 | 22.22 0.47 4 
Metaarea!_Unossites. ietatat |rotces | 10 | os7_| ooo | ass | coe | 0 | 2 | 
ossification 0.19 0.00 | 3.17 0.01 2 
Incomplete Litters 1 21.92 | 0.00 eee lege 
ossification 16.20 | 0.34 5 


Unossified, proximal 
2nd to 5th digits 
Incomplete Litters 


Presphenoid ossification Fetuses 
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Han Wistar Rat 

Route of Adm.: Not infusion Studies included: 17 

Study Type: Main Litters included: 275 

Skeletal examination (cont'd) Fetuses included: 1721 


Pubis Unossified 


= afoa 


Location Morphology Level Count Gi 
: cs Litters 0.28 0.00 4.76 0.06 
Presphenoid Unossified ee peel oe lope tl 
roe cece 
ossification Fetuses 0.15 0.00 1.01 0.01 
Litters 0.28 0.00 | 4.76 | 0.06 leeioe | 
Fetuses 0.06 0.00 0.95 0.00 1 
: Litters 5 4.48 0.00 | 26.32 0.71 5 
Rete frets | te | tte | 000 [26 | oor | | 4 | 
Litters 1 1.63 0.00 | 12.50 0.24 2 
Re awed freuses| 5 | ose | 000 | 250 | 002 | 0 | 2 | 
Litters 1 0.28 0.00 4.76 0.06 al 
Ree Branened [ruses | 1 | 008 | 000 | 098 | 000 | o | 1 | 
Ree csstcaton ——_(reuses| 2 | oat | 000 | 100] 001 | o | 1 | 
ossification Fetuses 2 0.11 0.00 1.00 0.01 1 
eesti! rouses | 1 | 008 | 000 | 098 | 00 | o | 1 | 
Fetuses 1 0.06 0.00 0.95 0.00 1 
Ree tana etses | 1 | 008 | 000 | 098 | 000 | o | 1 | 
12/12 Fetuses 1 0.06 0.00 0.95 0.00 1 
Ree coral (ruses | 11 | 062 | 000 | 450 | 004 | 0 | 4 | 
cervical Fetuses 11 0.62 0.00 4.50 0.04 4 
Ree mbar (ruses | 20 | 182 | 000 | szr | 00a | o | 2 | 
lumbar Fetuses 29 1.62 0.00 5.27 0.09 2 
Ree tmbar stot” [rewses | #00 | artt| 000 | ooo] ize | o | 8 | 
lumbar, short Fetuses | 500 27.11 0.00 | 56.09 1.74 8 
. Litters 2 11.17 0.00 | 36.36 1.94 8 
Ree Tee retses | sr | Soe | 000 | it0] 020 | o | 5 | 
Ree Waw ruses | is | os | 000 | 338] 00s | o | 3 | 
Fetuses 13 0.85 0.00 3.38 0.05 3 
Incomplete Litters 1 6.18 0.00 Pelee alee st 
ossification of arch 5.88 0.07 3 
Incomplete Litters ‘| 0.27 ee eee teane lead 1 
ossification of 0.00 | 0.76 0.00 
sacra nesses ruses | 1 | 008 | 000 | 098 | 000 | o | + | 
Fetuses 1 0.06 0.00 0.95 0.00 
Pe Litters 1 0.28 0.00 4.76 0.06 
sscra_Urssitesarcn[rtsos | 1 | 008 | 0.00 | 070 | 000 | 0 | 
ne eee. eee ae 
ossification Fetuses 1 0.06 0.00 1.01 0.01 
sseratarcnissnaren—(rsuses| 2 | 000 | 000 | 159 | oor | 0 | 
Fetuses 2 0.09 0.00 1.59 0.01 
seapua emt ectsos| 2 | oxo | 000 | ror | oor | 0 | 
Fetuses 2 0.10 0.00 1.01 0.01 
Malformations Fetuses 1 0.16 0.00 2.78 0.01 
ee a Pe 
ossification Fetuses 36 2.01 0.00 | 11.18 0.12 


eae Ree Litters rl 3.37 | 0.00 | 1818| 071 
y Fetuses | 12 | 058 | 0.00 | 284 | 0.03 
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Han Wistar Rat 

Route of Adm.: Not infusion Studies included: 17 

Study Type: Main Litters included: 275 

Skeletal examination (cont'd) Fetuses included: 1721 


Fetal Obs Fetal Obs Average | ,,. 4 ; : 

2 | oss | ooo | zee] os | 0] 1 
Fetuses 12 0.58 0.00 2.84 0.03 1 
are ., _ |Litters 1 0.33 0.00 5.56 0.06 1 

Sternebra Extra ossification site 0.00 0.93 freee legal | 
ossification Fetuses 4 0.23 0.00 1.75 0.01 1 

Sasa = ee ieee ae eo 
ossification, 1st/3rd |Fetuses 11 0.59 0.00 2.08 0.03 | 

Stemetre _csoteaton 2naat [retwses | at | 176 | 000 | 600 | o10 | 0 | 3 | 
ossification, 2nd/4th |Fetuses 34 1.76 0.00 6.90 0.10 3 

ee eee 
ossification, 6th Fetuses | 147 7.92 0.00 | 36.99 0.50 6 

ee eee 
ossification of Fetuses 34 1.76 0.00 6.90 0.10 3 

stemebre Mestepenlretwes |_5 | o28 | 000 | 204 | cor | o| 3 | 
Fetuses 5 0.28 0.00 2.94 0.02 1 
ie Litters 1 0.28 0.00 4.76 0.06 1 

stemebre _Stemoscris renee |_1_|_o0s | 000 | o7o| ooo | o| 4 | 

stemetre _Sunemumeraryste lrotses | 1 | 0.06 | 000 | 108 | 000 | 0 | 1 | 
Fetuses 1 0.06 0.00 1.05 0.00 1 
ees Litters 2 1.21 0.00 | 11.11 0.18 2 

stomata Unoesited rene |_3 | os | 000 | 19 | oot | o| 4 | 
= Litters 1 0.81 0.00 9.09 0.18 2 

stemebre _Unoesitedtet3rd Faves |_3 | oar | 000 | 199 | oor | o| 4 | 
we Litters f 1.38 0.00 9.09 0.29 2 

Stemetra _Unossifed 2nalth Troties |_s | 026 | 000 | 188 | oot | o | 1 | 
*s Litters 5 7.65 0.00 | 31.82 1.47 vA 

stemebre _Unossites. sty lrotes | ar | 18 | 000 | 999 | on | o| a | 
ee Litters 4 3.86 0.00 | 22.73 0.82 5 

stemebre _Unoesned omy lFotes | 16 | 00 | 000 | 425 | oo | o| 2 | 

ee 
ossification Fetuses 44 2.49 0.00 8.90 0.15 3 

Supraocaptal Unoesited rete |__| 008 | 000 | 098 | ooo | o| 4 | 
Fetuses 1 0.06 0.00 0.95 0.00 1 

merce oteontum (rotwes |__| oat | 000 | 178 | oot | 0 | + | 
of centrum Fetuses 4 0.21 0.00 1.75 0.01 1 

Ferecie —_Fusedeertun  lrenwes |__| 008 | 000 | 100 | ooo | o| 3 | 
Fetuses 1 0.06 0.00 1.00 0.00 1 

ee ee ee 
ossification, 10th to |Fetuses 12 0.59 0.00 5.00 0.03 2 

re eee ee ee eee eee 
ossification of arch |Fetuses 1 0.06 0.00 1.00 0.00 1 

Tesora ieee 
ossification of Fetuses 1 0.59 0.00 5.00 0.03 2 

Tose eames feels 
ossification of Fetuses 0.40 0.00 2.78 0.02 1 

Thoracic Misaligned centrum Pilsts ae ae 
Fetuses 0.04 0.00 0.71 0.00 1 
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Han Wistar Rat 

Route of Adm.: Not infusion 
Study Type: Main 

Skeletal examination (cont'd) 


Fetal Obs Fetal Obs 
Location Morphology 
Multiple 


Thoracic 7 
abnormalities 


Thoracic Ast to 9th 


Thoracic Incomplete 
centrum ossification 


1 : 

2 : 
; _ Litters 1 0.28 0.00 4.76 0.06 
Thoracic Small centrum lel 


Unossified centrum, 
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Studies included: 17 
Litters included: 275 
Fetuses included: 1721 


Average 536 6 : 
Litters 0.55 0.00 | 4.76 0.12 
Fetuses 0.11 0.00 1.19 0.01 


0.29 0.00 5.00 0.06 


Litters f : 3 : 
0.04 0.00 0.71 0.00 


Fetuses 


1 
1 


Litters 1 0.28 0.00 | 4.76 0.06 1 
Fetuses 1 0.06 0.00 0.95 0.00 1 


Litters 5 8.39 0.00 | 37.50 1.06 5 
Fetuses 22 1.77 0.00 9.60 0.11 3 


Thoréolumbar -\Eel Litters 4 7.80 0.00 | 50.00 0.76 4 
Fetuses 17 1.43 0.00 9.72 0.11 2 
Litters 15 29.06 0.00 | 100.00} 3.94 19 


Presacral vertebral Litters 1 1.54 0.00 11.11 0.24 2 
arches = 27 Fetuses 4 0.21 0.00 1.47 0.02 1 


Incomplete 
ossification 


Litters 1 4.31 0.00 | 16.67 0.65 2 
Fetuses 17 1.02 0.00 4.25 0.06 3 
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Historical Control Data 
Rat Wistar: Crl-WI 


Maternal body weight gain during lactation 


Study Year | Dams 
with 
litters 

21 


Lactation days | Lactation days | Lactation days | Lactation days | Lactation days | Lactation days 
1 to 4 4to7 7 to 10 10 to 14 14 to 17 17 to 21 
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Historical Control Data 


Rat Wistar: Crl-WI 


Maternal food consumption (g/day) during lactation 


Study | Year Dams 
with 
litters 

21 


Lactation days | Lactation days | Lactation days | Lactation days | Lactationdays | Lactation days 
1 to 4 4to7 7 to 10 10 to 14 14 to 17 17 to 21 
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Historical Control Data 
Rat Wistar: Crl-WI 
Post-partum litter data 


Study | Year Number of females Gestation length Number of Number of Pre-birth | Live Pup Live 
Mated | Pregnant} With With pups (days) uterine implants pups born loss birth viability ee ae size 
liveborn | at weaning index % | index % | index % | index % 
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Historical Control Data 


Rat Wistar: Crl-WI 
Post-partum data - pup weights Page 1/2 


Number Postnatal day | Postnatal day 4 Postnatal day 7 Postnatal day 14 


of 
SD 
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Historical Control Data 


Rat Wistar: 


Cri-WI 


Post-partum data - pup weights Page 2/2 


pe Postnatal day 21 
ies 
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Historical Control Data 


Rat Wistar: Crl-WI 


Pre-weaning development - % of pups positive 


Study] Vear [Number] Pinna unfolding Eye opening 
of litter NDT [PND2|PNDS[PNDJ[PNDS| PND] PNDS] PND9PND 10PND 11 PNDIZPNDISPND14] PND12|[PNDIS|PNDI4| PNDIS[PNDI6[PNDIT 


0 6 
0 2 
3 1 
0 1 
1 1 
2 3 
4 0 
1 1 


PND: postnatal day 
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Historical Control Data from Wistar Rat (CRL (b) (4) 
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Historical Control Data Rat: Crl:WI(Han) (outbred, SPF-Quality) 
Gestation Day 21 


No. of Studies 49 
Total No. Fetuses/Litters Examined Externally 11515 1072 
Total No. Fetuses/Litters Examined Viscerally 6234 1071 
Total No. Fetuses/Litters Examined Skeletally 6219 1070 

Mean of Study Means Summary Incidence 

(% Per Litter Basis) (Total No. Affected) 
MALFORMATIONS Mean SD Median Min Max P5 P95 Fetuses Litters 
Total External Malformations 14 14 
Total Visceral Malformations 28 28 
Total Skeletal Malformations 66 59 
Total Malformations 101 92 
EXTERNAL 
Anogenital- Fissure 0.0 0.06 0.0 0.0 0.4 0.0 0.0 1 1 
Anus- Atresia 0.0 0.06 0.0 0.0 0.4 0.0 0.0 1 1 
Exencephaly 0.0 0.09 0.0 0.0 0.5 0.0 0.2 2 2 
Eye(s)- Bulge Absent and/or Small 0.0 0.09 0.0 0.0 0.6 0.0 0.0 A 1 
Eye(s)- Open 0.0 0.09 0.0 0.0 0.5 0.0 0.2 2 2 
General- Anasarca 0.0 0.07 0.0 0.0 0.5 0.0 0.0 1 1 
Limb(s)- Malrotated 0.0 0.06 0.0 0.0 0.4 0.0 0.0 1 1 
Lip- Cleft 0.0 0.09 0.0 0.0 0.6 0.0 0.0 1 1 
Lower Jaw- Absent or small 0.0 0.10 0.0 0.0 0.5 0.0 0.4 3 3 
Meningocele 0.0 0.10 0.0 0.0 0.5 0.0 0.3 2 2 
Palate- Cleft 0.0 0.09 0.0 0.0 0.6 0.0 0.0 1 1 
Snout- Proboscis 0.0 0.06 0.0 0.0 0.4 0.0 0.0 1 1 
Tail- Absent 0.0 0.06 0.0 0.0 0.4 0.0 0.0 1 1 
Trunk- Omphalocele 0.1 0.16 0.0 0.0 0.6 0.0 0.6 5 5 
VISCERAL 
Aorta- Overriding 0.0 0.14 0.0 0.0 1.0 0.0 0.0 1 1 
Aorta- Dilated 0.0 0.14 0.0 0.0 1.0 0.0 0.0 1 1 
Aortic Arch- Right-sided 0.0 0.14 0.0 0.0 0.8 0.0 0.3 2 2 
Diaphragmatic Hernia 0.0 0.12 0.0 0.0 0.8 0.0 0.2 2 2 
Eye(s)- Absent and/or Small 0.2 0.81 0.0 0.0 5.3 0.0 41:5 7 7 
Heart- Large 0.0 0.09 0.0 0.0 0.6 0.0 0.0 1 1 
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Historical Control Data Rat: Crl:WI(Han) (outbred. SPF-Quality) 
Gestation Day 21 


Mean of Study Means 
(% Per Litter Basis) 
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Summary Incidence 
(Total No. Affected) 


MALFORMATIONS Mean sD Median Min Max PS P95 Fetuses _Litters 
VISCERAL (continued) 
Hydrocephaly- External 0.0 0.13 0.0 0.0 0.9 0.0 0.0 1 1 
Hydrocephaly- Internal 0.0 0.17 0.0 0.0 0.9 0.0 0.4 2 2 
Lung- Abnormal Lobation 0.1 0.20 0.0 0.0 0.8 0.0 0.8 4 4 
Situs Inversus 0.2 0.38 0.0 0.0 1.1 0.0 11 14 14 
Ventricular Septum Defect 0.0 0.09 0.0 0.0 0.6 0.0 0.0 1 1 
SKELETAL 
Costal Catilage Anomaly 0.1 0.27 0.0 0.0 1.7 0.0 0.5 3 3 
Jaw- Upper Jaw Small 0.0 0.11 0.0 0.0 0.8 0.0 0.0 1 1 
Jaw- Lower Jaw Absent or Small 0.0 0.11 0.0 0.0 0.8 0.0 0.0 1 1 
Limb Bone(s)- Bent 0.3 0.71 0.0 0.0 2.3 @ @ 5 3 
Rib Anomaly 0.1 0.34 0.0 0.0 1.6 0.0 1.0 6 5 
Skull Anomaly 0.1 0.34 0.0 0.0 2.3 0.0 0.3 Z 2 
Skull Bones- Fused 0.0 0.19 0.0 0.0 1.1 0.0 0.4 Z. 2 
Sternoschisis 0.1 0.22 0.0 0.0 1.1 0.0 0.8 3 3 
Vertebral Anomaly With or Without Associated Rib Anomaly 0.3 0.52 0.0 0.0 1.9 0.0 1.6 16 16 
Vertebral Centra Anomaly 0.0 0.18 0.0 0.0 1.0 0.0 0.4 2 2 

@ Insufficient number of data for calculation. ‘Based on 12 datasets. 
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Historical Control Data Rat: Crl:WI(Han) (outbred. SPF-Quality) 
Gestation Day 21 


Mean of Study Means 


(% Per Litter Basis) 
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Summary Incidence 
(Total No. Affected) 


VARIATIONS Mean SD Median Min Max P5 P95 Fetuses Litters 
EXTERNAL 
None Observed 
VISCERAL 
Adrenal Gland- Discolored 0.0 0.13 0.0 0.0 0.9 0.0 0.0 1 1 
Kidney(s)- Renal Papilla(e) Absent and/or Small 0.1 0.24 0.0 0.0 1:4 0.0 0.9 4 4 
Liver- Discolored 0.1 0.25 0.0 0.0 1.0 0.0 0.9 6 6 
Liver- Small Supernumerary Lobe(s) 46 2.80 4.8 0.0 9.6 0.0 9.1 266 221 
Lung- Abnormal Lobation 0.0 0.11 0.0 0.0 0.8 0.0 0.0 1 1 
Spleen- Supernumerary 0.0 0.07 0.0 0.0 0.5 0.0 0.0 1 1 
Subclavian (Right)- Originating from the Aortic Arch 0.0 0.10 0.0 0.0 0.7 0.0 0.0 4} 1 
Subclavian (Right)- Retroesophageal 0.0 0.27 0.0 0.0 1.9 0.0 0.0 2 2 
Thymus- Partially Undescended Horn(s) 0.4 0.97 0.0 0.0 4.3 0.0 3.5 37 26 
Thyroid- Discolored 0.0 0.19 0.0 0.0 1.3 0.0 0.0 1 1 
Ureter(s)- Convoluted 0.9 1.58 0.0 0.0 8.7 0.0 4.2 73 54 
Ureter(s)- Dilated 0.5 1,32 0.0 0.0 8.5 0.0 2.3 57 32 
SKELETAL 
7th Cervical Rudimentary Rib(s) / Ossification Site(s) 3,8 2,65 3,6 0,0 9,9 0,0 8,7 215 174 
7th Cervical Full Rib(s) 0,4 0,58 0,0 0,0 24 0,0 1,7 18 16 
14th Full Rib(s) 6,3 3,65 6,8 0,0 13,1 0,7 12,1 365 254 
14th Rudimentary Rib(s) $1.2 11,98 53,2 19,0 72,0 23,1 71,8 3033 970 
Metacarpal(s) and/or Metatarsal(s) Malpositioned 0,0 0,09 0,0 0,0 0,6 0,0 0,0 1 1 
Metacarpal(s) and/or Metatarsal(s) Unossified 3,3 3,57 2,2 0,0 17,6 0,0 12,4 186 122 
Pelvic Girdle- Caudal Shift 5,9 2,87 5,0 1,7 13,0 1,9 12,8 360 230 
Pubis- Unossified / Reduced Ossification 0,0 0,23 0,0 0,0 1,6 0,0 0,0 1 1 
Rib(s)- Bent 13,7 6,37 12,8 0,8 27,4 2,1 25,8 757 401 
Rib(s)- reduced ossification 0,0 0,13 0,0 0,0 0,9 0,0 0,0 1 1 
Rib(s)- Short 0,0 0,03 0,0 0,0 0,2 0,0 0,0 1 1 
Scapula(e)- Bent * 0,3 0,72 0,0 0,0 24 @ @ 4 a 

@ Insufficient number of data for calculation. ' Based on 12 datasets. 

CONFIDENTIAL 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 


Sponsor Reference No. RN9391R58 


Appendix 29 


Historical Control Data Rat: Crl:WI(Han) (outbred. SPF-Quality) 


Gestation Day 21 


Mean of Study Means 
(% Per Litter Basis) 


Page 1113 
Test Facility Study No. 20256434 


Summary Incidence 
(Total No. Affected) 


VARIATIONS Mean sD Median Min Max PS P95 Fetuses _Litters 
SKELETAL (continued) 

Skull Bone- Unossified Line 0.0 0.07 0.0 0.0 0.5 0.0 0.0 1 1 
Skull- Reduced Ossification 8.5 §.22 7.1 0.0 20.0 0.4 18.8 483 282 
Skull- Supernumerary Site 0.0 0.14 0.0 0.0 1.0 0.0 0.0 1 1 
Sternebra- Supernumerary 0.0 0.26 0.0 0.0 1.8 0.0 0.0 2 1 
Sternebra(e) #1, #2, #3 and/or #4 Unossified 0.1 0.28 0.0 0.0 1.6 0.0 0.8 4 4 
Sternebra(e) #5 and/or #6 Unossified 0.4 0.84 0.0 0.0 41 0.0 2.5 44 30 
Sternebra(e)- Branched 0.2 0.41 0.0 0.0 1.5 0.0 1.3 11 10 
Sternebra(e)- Fused 0.0 0.15 0.0 0.0 1.0 0.0 0.2 2 2 
Sternebrae- Malaligned ' 7.9 2.49 8.2 3.0 11.7 @ @ 123 99 
Sternebra(e) Malaligned (Severe) 2 0.0 0.14 0.0 0.0 0.8 0.0 0.4 2 2 
Sternebrae- Malaligned (Slight or Moderate) 17.7 9.07 18.6 44 43.8 5.1 33.9 748 447 
Sternum- Supernumerary Ossification Site 0.1 0.25 0.0 0.0 1.1 0.0 1.0 3 3 
Vertebral Arches- Reduced Ossification 0.1 0.42 0.0 0.0 2.3 0.0 1:4 6 6 
Vertebral Centra- Reduced Ossification 0.8 1.01 0.6 0.0 3.5 0.0 3.2 48 45 
Vertebral Centra- Unossified 0.0 0.13 0.0 0.0 0.9 0.0 0.0 1 1 


@ Insufficient number of data for calculation. ‘Based on 13 dataset. ? Based on 36 datasets. 
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FETAL EXTERNAL ABNORMALITIES 
WISTAR RATS (Cri: WI[Han]) 
GESTATION DAY 20 CAESAREAN-SECTION 
FULL STUDIES 


NO. OF STUDIES INCLUDED 3 
NO. LITTERS EXAMINED 70 
NO. LIVE FETUSES EXAMINED 812 
RANGE/STUDY 
ABNORMALITIES N N % 
EYE(S) 
: Bulge, depressed L 1 0- (0-4.8) 
F 1 0- (0-0.4) 
MOUTH 
: Oral opening, small = L 1 0- (0-4.8) 
F 1 0- (0-0.4) 
: Tongue, absent L 1 0- (0-4.8) 
F 1 0- (0-0.4) 
BODY L 1 0- (0-3.7) 
: Umbilical hernia F 1 0- (0-0.3) 
JAW 
: Agnathia L 1 0- (0-4.8) 
F 1 0- (0-0.4) 
FORELIMB(S)/PAW(S) 
: Digit, absent L 1 0- (0-4.5) 
F 1 0- (0-0.4) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 23 February 2019 
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FETAL SOFT TISSUE ABNORMALITIES 
WISTAR RATS (Crl:WI[Han]) 
GESTATION DAY 20 CAESAREAN-SECTION 


FULL STUDIES 

NO OF STUDIES INCLUDED 
NO LITTERS EXAMINED 
NO FETUSES EXAMINED 

ABNORMALITIES 
BRAIN 

: Lateral ventricle, slight 

dilation 

VESSELS 


: Umbilical artery descends 
to left of urinary bladder 


L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings 
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N 


RANGE/STUDY 


% 
(0-8 0) 
(0-1 2) 


(0-5 0) 
(0-1 0) 
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FETAL SKELETAL ABNORMALITIES 
WISTAR RATS (Crl:WI[Han]) 
GESTATION DAY 20 CAESAREAN-SECTION 


FULL STUDIES 
NO OF STUDIES INCLUDED 2 
NO LITTERS EXAMINED 46 
NO FETUSES EXAMINED 289 
ABNORMALITIES RANGE/STUDY 
SKULL N N % 
Nasal : Nasal-frontal, suture, large E 1 0-1 (0-40) 
F 1 0-1 (0-06) 
Parietals : Incompletely ossified L 1 0-1 (0-48) 
F 1 0-1 (0-09) 
Supraocciptals 
: Incompletely ossified L 1 0-1 (0-40) 
F 1 0-1 (0-06) 
VERTEBRAE 
Cervical : Arch, reduced ventral process, 6th = L 7 0-7 (0-28 0) 
F 9 0-9 (0-5 1) 
: Arch, incompletely ossified L 4 0-4 (0-160) 
F 5 0-5 (0-2 8) 
: Cervical rib(s), present E 1 0-1 (0-40) 
F 1 0-1 (0-06) 
Thoracic : Centrum, bifid L 1 0-1 (0-40) 
F 1 0-1 (0-06) 
RIBS 
Ribs 
: One or more, wavy 1e 8 0-4 (0-190) 
F 12 0-12 (0-5 3) 
: Incompletely ossified L 2 0-2 (0-8 0) 
F 2 0-2 (0-11) 
STERNEBRAE 
Sternebra 
: Incompletely ossified L 12 0-12 (0-440) 
F 14 0-14 (0-74) 
: Not ossified L 4 0-4 (0-160) 
F 5 0-5 (0-2 8) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 23 February 2019 
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FETAL OSSIFICATION SITES 
WISTAR RATS (Crl: WI[Han]) 
GESTATION DAY 20 CAESAREAN-SECTION 


NO. OF STUDIES INCLUDED 2 
NO. LITTERS EXAMINED 46 
NO. FETUSES EXAMINED 289 
MEAN MINIMUM MAXIMUM 
HYOID 0.97 0.94 1.00 
VERTEBRAE 
CERVICAL 7.00 7.00 7.00 
THORACIC 13.20 13.20 13.20 
LUMBAR 5.80 5.79 5.80 
SACRAL 3.00 3.00 3.00 
CAUDAL 490 4.72 5.07 
RIBS (pairs) 13.18 13.17 13 18 
STERNUM 
MANUBRIUM 1.00 1.00 1.00 
STERNAL CENTERS 3.85 3.82 3.88 
XIPHOID 0.99 0.97 1.00 
FOREPAWS * 
CARPALS 0.00 0.00 0.00 
METACARPALS 3.80 3.77 3.82 
DIGITS 5.00 5.00 5.00 
PHALANGES 5.48 5.38 557 
HINDPAWS * 
TARSALS 0.00 0.00 0.00 
METATARSALS 4.01 4.00 4.01 
DIGITS 5.00 5.00 5.00 
PHALANGES 5.00 5.00 5.00 


a. Calculated as mean per limb 


Note: All summary values are based on studies with fetal findings Updated 23 February 2019 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594899 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 1119 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 29 


REPRODUCTIVE INDICES 
WISTAR RATS (Crl: WI[Han]) 
GESTATION DAY 21 CAESAREAN-SECTION 


FULL DOSE RANGE 
STUDIES STUDIES 
NO. OF STUDIES INCLUDED 27 12 
NO. OF RATS TESTED 600 78 
NO. OF RATS PREGNANT 568 74 
NO. FOUND DEAD 2 0 
NO. ABORTED 0 0 
NO. DELIVERED 4 1 
CAESAREAN-SECTIONED ON GD 20 562 73 
NO. OF RATS WITH SINGLE 
CONCEPTUS LITTER 
LIVE: 0 0 
RESORBED: 1 0 
ABORTED: 0 0 
MEAN MIN MAX MEAN MIN MAX 
PREGNANT (%) 94.9 81.8 100.0 94.6 83.3 100.0 
CORPORA LUTEA 11.2 9.6 16.0 11.3 8.8 15.0 
IMPLANTATIONS 10.3 8.4 152 10.6 6.7 14.2 
PREIMPLANTATION LOSS (%) 8.2 2.6 13.8 6.2 0.0 25.9 
LITTER SIZES 
LIVE FETUSES 9.8 8.0 14.6 10.2 6.3 13.8 
DEAD FETUSES 0.0 0.0 0.0 0.0 0.0 0.0 
TOTAL RESORPTIONS 0.4 0.1 1.2 0.4 0.0 0.9 
EARLY RESORPTIONS 0.4 0.1 1.1 0.4 0.0 0.8 
LATE RESORPTIONS 0.0 0.0 01 0.1 0.0 0.5 
POSTIMPLANTATION LOSS (%) 5.1 1.2 11.4 32 0.0 8.0 
DAMS WITH ANY RESORPTIONS (% 31.0 15.8 54.5 295 0.0 50.0 
DAMS WITH ALL CONCEPTUSES 
RESORBED (%) 0.2 0.0 5.6 0.0 0.0 0.0 
DAMS WITH ONE OR MORE 
VIABLE FETUSES (%) 98.7 90.0 100.0 100.0 100.0 100.0 


Updated 23 February 2019 
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REPRODUCTIVE INDICES 
WISTAR RATS (Crl: WI[Han]) 
GESTATION DAY 21 CAESAREAN-SECTION 


FULL DOSE RANGE 
STUDIES STUDIES 
NO. OF STUDIES INCLUDED 27 12 
MEAN MIN MAX MEAN MIN MAX 

SEX RATIO (% MALES/LITTER) 50.3 41.1 56.9 48.9 39.4 57.4 
LIVE FETAL BODY WEIGHTS 

GRAMS/LITTER: 5.26 4.94 5.52 5.43 S21 5.68 

MALE FETUSES: 5.41 5.06 5.66 5 54 5.26 5.91 

FEMALE FETUSES: 5.14 4.80 5.55 527 4.98 Dot 


Updated 23 February 2019 
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FETAL EXTERNAL ABNORMALITIES 
WISTAR RATS (Crl:WI[Han]) 
GESTATION DAY 21 CAESAREAN-SECTION 


FULL STUDIES 
NO OF STUDIES INCLUDED 7 
NO LITTERS EXAMINED 148 
NO LIVE FETUSES EXAMINED 1618 
RANGE/STUDY 
ABNORMALITIES N N % 
EYE(S) 
: Bulge depressed L 3 0-1 (0-5 0) 
F 3 0-1 (0-0 5) 
MOUTH 
: Oral opening absent L 1 0-1 (0-4 5) 
F 1 0-1 (0-0 3) 
JAWS 
: Micrognathia L 1 0-1 (0-4 5) 
F 1 0-1 (0-0 3) 
BODY 
: Umbilical hernia L 4 0-2 (0-100) 
F 4 0-2 (0-1 0) 
: No anal opening L 1 0-1 (0-4 5) 
F 1 0-1 (0-0 3) 
: Gastroschisis L 1 0-1 (0-5 0) 
F 1 0-1 (0-0 5) 
: Subcutaneous edema, generalized L 1 0-1 (0-5 0) 
F 1 0-1 (0-0 5) 
: Genital tubercle, absent L 1 0-1 (0-5 0) 
F 1 0-1 (0-0 5) 
HINDLIMB(S) 
: Rotated L 3 0- (0-5 6) 
F 3 0-1 (0-0 6) 
: Absent L 1 0-1 (0-5 0) 
F 1 0-1 (0-0 5) 
: Short L 1 0-1 (0-5 0) 
F 1 0-1 (0-0 5) 
PAW/DIGIT L 1 0-1 (0-5 0) 
: Forepaw, short F 1 0-1 (0-0 5) 
TAIL 
: Thread-like L 1 0-1 (0-4 5) 
F 1 0-1 (0-0 3) 
: Pedunculated L 1 0-1 (0-4 5) 
F 1 0-1 (0-0 3) 
: Short L 1 0-1 (0-4 3) 
F 1 0-1 (0-0 4) 
: Constricted L 1 0-1 (0-4 3) 
L: LITTER INCIDENCE i : me oo”) 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 23 February 2019 
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NO OF STUDIES INCLUDED 


NO LITTERS EXAMINED 
NO FETUSES EXAMINED 


EYE(S) 


SINUS 


HEART 


VESSELS 


INTESTINES 


LIVER 


STOMACH 


KIDNEY 


GONAD 


URETER 


L: LITTER INCIDENCE 
F: FETAL INCIDENCE 


WISTAR RATS (Crl:WI[Han]) 


FULL STUDIES 


ABNORMALITIES 


: Retina, folded 
: Microphthalmia 


: Lens, malpositioned 


: Situs inversus 


: Interventricular septal defect 


: Umbilical artery descends 
to left of urinary bladder 

: Persistent truncus arteriosus 

: Aorta descends to the right, 
vessels arise in incorrect 
order, left subclavian branches 
from left carotid and 
innominate artery absent 


: Protrudes through umbilicus 


: Malpositioned 


: Discoloration 


: Misshapen 


: Contents discolored 


: Renal pelvis, dilated, minimal 


: Malpositioned 


: Dilated, severe 


Note: All summary values are based on studies with fetal findings 
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FETAL SOFT TISSUE ABNORMALITIES 


GESTATION DAY 21 CAESAREAN-SECTION 


so 5 epee 9 el onde > I wl 


ar 


be 30d apie > Ba eo onl eo one 7 ol 


5 oe: Bal ad 


bes Dil al 


N 


27. 
39 


NN 


nAkRDMN 


RANGE/STUDY 
N % 
0-1 (0-50) 
0-1 (0-11) 
0-1 (0-50) 
0-1 (0-10) 
0-1 (0-45) 
0-1 (0-10) 
0-1 (0-50) 
0-1 (0-09) 
5 (0-5 0) 
2 (0-1 0) 
0-9 (0-44 4) 
0-16 (0-100) 
0-1 (0-50) 
0-1 (0-10) 
EB (0-5 0) 
is (0-1 0) 
0- (0-4 2) 
0- (0-0 8) 
0-1 (0-48) 
0- (0-1 0) 
0-3. (0-150) 
0-4 = (0-38) 
0-1 (0-167) 
0-2 (0-25) 
0-1 (0-48) 
0-1 (0-06) 
0-1 (0-50) 
0-1 (0-09) 
i (0-5 0) 
5 (0-0 9) 
0-1 (0-50) 
0-1 (0-09) 
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FETAL SKELETAL ABNORMALITIES 
WISTAR RATS (Crl:WI[Han]) 
GESTATION DAY 21 CAESAREAN-SECTION 
DOSE-RANGE FINDING STUDIES 


NO OF STUDIES INCLUDED 1 
NO LITTERS EXAMINED 6 
NO FETUSES EXAMINED 35 
ABNORMALITIES RANGE/STUDY 
SKULL N N % 
Parietal 
: Incompletely ossified L 1 0-1 (0-167) 
F 2 0-2 (0-56) 
Interparietal 
: Incompletely ossified L 1 0-1 (0-167) 
F 1. 0-1 (0-28) 
Squamosal 


: Incompletely ossified L 1 0-1 (0-167) 
F 1 0-1 (0-28) 
Zygomatic arch 


: Incompletely ossified L 2 = 0-2 (0-33 3) 
F 3 0-3 (0-79) 
: Fused L 2 = 0-2 (0-33 3) 
F 2 0-2 (0-52) 
Vertebrae 
Cervical 
: Cervical rib, short L 3. 0-3 (0-50 0) 
F 4 0-4 (0-125) 
: Arch, fused L 1. 0-1 (0-167) 
F 1 0-1 (0-24) 
: Centrum, bipartite ossification L 1. 0-1 (0-167) 
(previously reported as centrum, bifid) F 1 0-1 (0-24) 
RIBS 
Ribs 
: Nodulated L 3. 0-3 (0-50 0) 
F 7 0-7 (0-18 0) 
: One or more, wavy L 1. 0-1 (0-167) 
F 1 0-1 (0-28) 
STERNEBRAE 
Sternebra 
: Incompletely ossified L 1. 0-1 (0-167) 
F 1 0-1 (0-33) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 23 February 2019 
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FETAL SKELETAL ABNORMALITIES 


WISTAR RATS (Crl:WI[Han]) 


GESTATION DAY 21 CAESAREAN-SECTION 


NO OF STUDIES INCLUDED 24 
NO LITTERS EXAMINED 493 
NO FETUSES EXAMINED 2623 
SKULL 
Parietal 
Interparietal 
Squamosal 


Zygomatic arch 


Frontal 


Supraoccipital 


Hyoid 


Mandible 


Suture 


Premaxilla 


L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings 


FULL STUDIES 


ABNORMALITIES 


: Incompletely ossified 


: Incompletely ossified 


: Incompletely ossified 


: Incompletely ossified 


: Fused 


: Incompletely ossified 


: Holes 


: Incompletely ossified 


: Incompletely ossified 


: Thickened 
: Misshapen 


: Contains a hole 


: Large 


: Incomplete ossification 


CONFIDENTIAL 


aH 


ah 


RANGE/STUDY 
N % 
0-11 (0-524) 
0-22 (0-157) 
0-8 (0-38 1) 
0-18 (0-11 1) 
0-8 (0-36 4) 
0-12 (0-119) 
0-10 (0-476) 
0-20 (0-108) 
0-2 (0-91) 

0-2 (0-2) 
0-4 (0-18 2) 
0-6 (0-59) 
0-1 (0-5) 
0-1 (0-11) 
0-5 (0-227) 
0-7 (0-69) 
0-1 (0-48) 
0-1 (0-1) 
0-1 (0-56) 
0-1 (0-11) 
0-1 (0-53) 
0-2 (0-22) 
0-1 (0-5) 
0-1 (0-11) 
0-1 (0-5) 
0-8 (0-86) 
0-1 (0-53) 
0-2 (0-22) 
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FETAL SKELETAL ABNORMALITIES 


SKULL (CONT ) 


Tympanic 


VERTEBRAE 


Cervical 


Thoracic 


Lumbar 


L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings 


WISTAR RATS (Crl:WI[Han]) 
GESTATION DAY 21 CAESAREAN-SECTION 


FULL STUDIES 


ABNORMALITIES 


: Annulus, incomplete ossification 


: Annulus,misshapen 


: Arch, incompletely ossified 
: Arch, misshapen 


: Lateral ossification site present 
at 7th cervical vertebrae 
: Arch fused 


: Cervical rib present at 7th cervical 
: Cervical rib(s) present 

: Cervical rib, short 

: Cervical rib, full 

: 12 present 

: Arch, incompletely ossified 

: Arch, fused 


: Centrum, bipartite ossification 


(previously reported as centrum, bifid) 


: Centrum, irregularly shaped 
: Centrum, fused 
: Centrum, incomplete ossification 


: Centrum, unilateral ossification 


: 5 present 

: Centrum, unilateral ossification 
: Arch and centrum, fused 

: Vertebra, supernumerary 


: Vertebra, absent 
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RANGE/STUDY 
N % 
0-2 (0-105) 
0-3 (0-33) 
0-1 (0-53) 
0-1 (0-11) 
0-2. (0-105) 
0-3 (0-33) 
0-3 (0-150) 
0-4 = (0-41) 
0-9 (0-428) 
0-16 (0-89) 
0-1 (0-53) 
0-1 (0-11) 
0-4 (0-21) 
0-5 (0-56) 
0-10 (0-43 5) 
0-15 (0-109) 
0-5 (0-263) 
0-5 (0-58) 
0-4 = (0-211) 
0-4 (0-47) 
0-1 (0-43) 
0-1 (0-07) 
0-1 (0-56) 
0-1 (0-07) 
0-1 (0-56) 
0-1 (0-07) 
0-3 (0-143) 
0-3 (0-17) 
0-1 (0-50) 
0-1 (0-11) 
0-1 (0-53) 
0-1 (0-11) 
0-2 (0-105) 
0-2 (0-22) 
0-1 (0-53) 
0-1 (0-11) 
0-2 (0-87) 
0-2 (0-14) 
0-1 (0-56) 
0-1 (0-07) 
0-1 (0-56) 
0-1 (0-07) 
0-1 (0-53) 
0-1 (0-12) 
0-1 (0-53) 
0-1 (0-11) 
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FETAL SKELETAL ABNORMALITIES 
WISTAR RATS (Crl:WI[Han]) 
GESTATION DAY 21 CAESAREAN-SECTION 


FULL STUDIES 
ABNORMALITIES RANGE/STUDY 
N N % 
VERTEBRAE (CONT ) 
Sacral 
: Arch, small L 0-1 (0-4 3) 
F 0-1 (0-0 7) 
: Centrum, unilateral ossification L 0-1 (0-4 3) 
F 0-1 (0-0 7) 
: Arch, irregularly shaped L 4 0-1 (0-5 9) 
F 4 0-1 (0-1 3) 
Caudal 
: 0 present De 0-1 (0-4 3) 
F 0-1 (0-0 7) 
: Unossified L 0-1 (0-4 3) 
F 2 0-2 (0-2 2) 
Vertebra 
: Supernumerary L 0-1 (0-4 5) 
F 0-1 (0-1) 
RIBS 
Ribs 
: Incomplete ossification L 0-1 (0-5 0) 
F 1 0-1 (0-0 9) 
: Nodulated L 84 0-8 (0-42 1) 
(previously reported as thickened) F129 0-14 = (0-15 1) 
: One or more, wavy Ly #29 0-5 (0-22 7) 
F 36 0-9 (0-8 9) 
: 12 present L 1 0-1 (0-4 3) 
F 1 0-1 (0-0 7) 
: Bowed L 1 0-1 (0-5 0) 
F 1 0-1 (0-0 9) 
: Short L 4 0-1 (0-5 3) 
F 4 0-1 (0-1 1) 
Thoracolumbar 
: Thoracolumbar, full L 31 0-8 (0-36 4) 
(previously reported as T14, 
supernumerary) F 37 0-9 (0-8 5) 
: Thoracolumbar, short L159 0-21 (0-100) 
(previously reported as T14, less than 1/2 
of the preceding rib) F513 0-103 (0-57 2) 
STERNEBRAE 
Sternebra 
: Asymmetric Le 10 0-2 (0-10 5) 
F 10 0-2 (0-2 3) 
: Fused L 3 0-1 (0-5 3) 
F 3 0-1 (0-1 2) 
: Duplicated L 1 0-1 (0-5 0) 
F 1 0-1 (0-0 9) 
: Incompletely ossified Ls 8 0-2 (0-10 5) 
F 9 0-3 (0-3 3) 
: Misshappen L 4 0-1 (0-5 3) 
FE 4 0-1 (0-1 2) 
: Small L 1 0-1 (0-5 6) 
F 1 0-1 (0-0 7) 
: Extra point of ossification Ty 3 0-1 (0-5 0) 
L: LITTER INCIDENCE F 3 0-1 = (0-09) 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 23 February 2019 


CONFIDENTIAL 


FDA-CBER-2021-5683-0594968 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report Page 1127 
Sponsor Reference No. RN9391R58 Test Facility Study No. 20256434 
Appendix 29 


FETAL SKELETAL ABNORMALITIES 
WISTAR RATS (Crl:WI[Han]) 
GESTATION DAY 21 CAESAREAN-SECTION 


FULL STUDIES 
ABNORMALITIES RANGE/STUDY 
N N % 
STERNEBRAE (CONT ) 
Claviculae 
: Extra point of ossification L 1 0-1 (0-4 8) 
F 1 0-1 (0-0 6) 
FORELIMB 
Phalanges 
: Less than the expected L. <33 0-14 = (0-63 6) 
number are ossified F 65 0-37 (0-36 6) 
: Unossified L 12 0-11 (0-50 0) 
F 20 0-19 (0-179) 
: Absent L 1 0-1 (0-5 0) 
F 1 0-1 (0-1 0) 
Humerus 
: Misshapen L 1 0-1 (0-5 3) 
F 1 0-1 (0-1 1) 
Metacarpal 1 3 0-2 (0-10 5) 
: Unossified F 4 0-3 (0-3 3) 
HINDLIMB 
Phalanges 
: Less than the expected I 2T 0-13. (0-72 2) 
number are ossified F 52 0-28 (0-19 8) 
: Absent L 1 0-1 (0-5 0) 
F 1 0-1 (0-1 0) 
: Small L 1 0-1 (0-5 0) 
F 1 0-1 (0-1 0) 
Femur 
: Short Ts 2 0-1 (0-5 3) 
F 2 0-1 (0-1 1) 
Fibula 
: Short L 2 0-1 (0-5 3) 
F 2 0-1 (0-1 1) 
Metatarsal 
: Unossified L 1 0-1 (0-5 3) 
F 1 0-1 (0-1 1) 
Tibia 
: Short L 2 0-1 (0-5 3) 
F 2 0-1 (0-1 1) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 23 February 2019 
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Historical Control Data from Sprague Dawley Rat (CRL(b) (4) 
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FETAL EXTERNAL ABNORMALITIES 
Crl:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
DOSE-RANGE STUDIES 
NO OF STUDIES INCLUDED 9 
NO LITTERS EXAMINED 53 
NO LIVE FETUSES EXAMINED 674 
ABNORMALITIES RANGE/STUDY 
N N % 
FACE 
: Naris, Absent BF 1 0-1 (0-16 7) 
F 1 0-1 (0-1 2) 
: Snout, Cleft i 1 0-1 (0-16 7) 
F 1 0-1 (0-1 2) 
MOUTH 
: Small oral opening L 2 0-1 (0-25 0) 
F 2 0-1 (0-1 9) 
PALATE : Cleft Io 2 0-1 (0-33 3) 
F 3 0-2 (0-4 2) 
JAW 
: Agnathia i 1 0-1 (0-25 0) 
F 1 0-1 (0-1 9) 
: Micrognathia LE 1 0-1 (0-16 7) 
F 1 0-1 (0-1 4) 
EYES 
: Bulge depressed af 1 0-1 (0-25 0) 
F 1 0-1 (0-1 9) 
: Open L 1 0-1 (0-16 7) 
F 2 0-2 (0-2 7) 
EARS 
: Low set L 1 0-1 (0-25 0) 
F 1 0- (0-1 9) 
BODY 
: Abdominal distension L 1 0- (0-10 0) 
F 1 0- (0-0 6) 
: Trunk, short L 1 0- (0-16 7) 
F 1 0- (0-1 5) 
FORE AND/OR HINDLIMB(S) 
: Limb(s), short L 1 0- (0-10 0) 
F 1 0- (0-0 6) 
: Forepaw, hyperflexion L 1 0- (0-16 7) 
F 1 0- (0-1 4) 
: Hindlimb, malrotated  L 1 0- (0-16 7) 
F 1 0- (0-1 5) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings 
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FETAL EXTERNAL ABNORMALITIES 
Crl:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
DOSE-RANGE STUDIES 
ABNORMALITIES RANGE/STUDY 
TAIL N % 
: Absent L 0- (0-16 7) 
F 0- (0-1 5) 
: Short L 0- (0-16 7) 
F 0- (0-1 5) 
: Curled L 0- (0-16 7) 
F 0-4 (0-5 3) 
: Thread-like L 0- (0-16 7) 
F 0- (0-1 5) 
ANUS 
: No opening present L 0- (0-16 7) 
F 0- (0-1 5) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings 
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FETAL EXTERNAL ABNORMALITIES 


Crl:CD(SD) RATS 


GESTATION DAY 21 CAESAREAN-SECTION 


FULL STUDIES 


NO OF STUDIES INCLUDED 


NO LITTERS EXAMINED 
NO LIVE FETUSES EXAMINED 


ABNORMALITIES 
HEAD 
: Exencephaly LE 
F 
: Fleshy protrusion L 
F 
: Irregularly shaped L 
F 
: Domed L 
F 
: Meningocele L 
F 
EAR 
: Pinna, absent L 
F 
EYE 
: One or both eye bulges L 
depressed F 
: One or both eye lids L 
open F 
: Absent L 
F 
: Protruding Lb 
F 
SNOUT 
: Short 1B 
F 
: Cleft L 
F 
: Misshapen L 
F 
PALATE 
: Cleft L 
F 
TONGUE 
: Protruded L 
F 
: Absent L 
F 
NOSE 
: Nares, fused L 
F 
L_ LITTER INCIDENCE 
F FETAL INCIDENCE 
Note All summary values are based on studies with fetal findings. 
CONFIDENTIAL 
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RANGE/STUDY 
N % 
0- (0-5 0) 
0- (0-0 4) 
0- (0-4 3) 
0- (0-0 3) 
0- (0-4 3) 
0- (0-0 3) 
0- (0-5 0) 
0- (0-0 3) 
0- (0-4 5) 
0- (0-0 4) 
0- (0-5 0) 
0- (0-0 4) 
0- (0-5 6) 
0- (0-0 4) 
0- (0-5 6) 
0- (0-0 4) 
0- (0-4 2) 
0- (0-0 8) 
0- (0-4 5) 
0- (0-0 4) 
0- (0-5 6) 
0- (0-0 4) 
0- (0-4 3) 
0- (0-0 3) 
0- (0-5 0) 
0- (0-0 4) 
0- (0-4 2) 
0- (0-0 3) 
0- (0-5 6) 
0- (0-0 4) 
0- (0-4 2) 
0- (0-0 3) 
0- (0-4 5) 
0- (0-0 4) 
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MOUTH 


JAW 


BODY 


FORE AND/OR HINDLIMBS(S) 


ANUS 


TAIL 


L_ LITTER INCIDENCE 
F FETAL INCIDENCE 
Note All summary values are based on studies with fetal 
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FETAL EXTERNAL ABNORMALITIES 


Crl:CD(SD) RATS 


GESTATION DAY 21 CAESAREAN-SECTION 


FULL STUDIES 


ABNORMALITIES 
: Small oral opening E 
F 
: Absent L 
F 
: Micrognathia EL 
F 
: Agnathia LE 
F 
: Mandible, absent L 
F 
: Umbilical hernia L 
F 
: Edema L 
F 
: Trunk short L 
F 
: Gastroschisis L 
F 
: Craniorachischisis L 
F 
: Spina bifida 16 
F 
: Trunk, thoracogastroschisis L 
F 
: Digit(s), extra Lb 
F 
: Paw(s), flexed L 
F 
: Limb(s), rotated iE; 
F 
: Limb(s), flexed L 
F 
: Malrotated L 
F 
: No opening present L 
F 
: Short LE 
F 
: Absent L 
F 
: Misshapen L 
F 
findings. 
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RANGE/STUDY 
N % 
0- (0-5 0) 
0- (0-0 4) 
0- (0-4 5) 
0- (0-0 4) 
0- (0-4 2) 
0- (0-0 3) 
0- (0-4 2) 
0- (0-0 3) 
0- (0-4 5) 
0- (0-0 4) 
0- (0-4 5) 
0- (0-0 4) 
0- (0-5 0) 
0- (0-0 4) 
0- (0-5 6) 
0- (0-0 4) 
0- (0-4 8) 
0- (0-0 4) 
0- (0-5 6) 
0- (0-0 4) 
0- (0-5 0) 
0- (0-0 3) 
0- (0-5 0) 
0- (0-0 4) 
0- (0-4 0) 
0- (0-0 3) 
0- (0-5 0) 
0- (0-0 4) 
0- (0-4 5) 
0- (0-0 3) 
0- (0-4 2) 
0- (0-0 3) 
0- (0-5 0) 
0- (0-0 4) 
0- (0-5 0) 
0- (0-0 4) 
0- (0-4 2) 
0- (0-0 3) 
0- (0-4 8) 
0- (0-0 3) 
0- (0-5 0) 
0- (0-0 4) 
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FETAL SOFT TISSUE ABNORMALITIES 
Crl:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
DOSE RANGE FINDING STUDIES 


NO OF STUDIES INCLUDED 6 
NO LITTERS EXAMINED 44 
NO FETUSES EXAMINED 403 
RANGE/STUDY 
ABNORMALITIES N N % 
BRAIN 
: Lateral ventricles, dilation, moderate i 1 0-1 (0-10 0) 
F 1 0-1 (0-1 4) 
EYE(S) 
: Retina(s) folded 1; fa 0-1 (0-16 7) 
F 3 0-2 (0-2 7) 
: Microphthalmia L 2 0-1 (0-16 7) 
F 2 0-1 (0-1 4) 
GENERAL 
: Total, situs inversus L 2 0-1 (0-16 7) 
F 2 0-1 (0-2 8) 
TONGUE 
: Small L 1 0-1 (0-16 7) 
F 1 0-1 (0-1 4) 
VESSELS 
: Innominate artery, absent L : 0-1 (0-100) 
1 0-1 (0-13) 
KIDNEY(S) 
: Small LE 1 0-1 (0-16 7) 
F 4 0-4 (0-5 3) 
: Absent 16 1 0-1 (0-16 7) 
F 1 0-1 (0-13) 
: Malpositioned L 1 0-1 (0-16 7) 
F 1 0-1 (0-13) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 03 March 2019 
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FETAL SOFT TISSUE ABNORMALITIES 


Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 
NO. OF STUDIES INCLUDED 31 
NO. LITTERS EXAMINED 693 
NO. FETUSES EXAMINED 4864 
NO. HEADS ONLY EXAMINED 149 
NO. BODIES ONLY EXAMINED 162 
RANGE/STUDY 
ABNORMALITIES N N % 
BRAIN 
: Lateral ventricles, dilation, slight L 3 0-1 (0-5.3) 
F 3 0-1  (0-0.8) 
: Lateral ventricles, dilation, moderate L 3 0-1 (0-4.5) 
F 3 0-1  (0-0.6) 
EYE(S) 
: Retina(s) folded L 6 0-1 (0-5.3) 
F 6 0-1  (0-0.8) 
: Malpositioned L 1 0-1 (0-4.2) 
F 1 0-1  (0-0.6) 
: Cup irregular L 1 0-1 (0-4.2) 
F 1 0-1  (0-0.6) 
: Microphthalmia L 8 0-3 (0-12.5) 
F 8 0-3 (0-1.9) 
: Absent L 1 0-1 (0-4.8) 
F 1 0-1  (0-0.8) 
TONGUE 
: Small L 1 0-1  (0-4.2) 
F 1 0-1 (0-0.6) 
: Absent Is 1 0-1 (0-4.2) 
F 1 0-1  (0-0.6) 
PALATE 
: Irregularly shaped L i 0-1 (0-4.2) 
F 1 0-1  (0-0.6) 
NASOPHARYNX 
: Misshapen L 1 0-1 (0-4.2) 
F 1 0-1  (0-0.6) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 02 March 2019 
CONFIDENTIAL 


FDA-CBER-2021-5683-0594968 


090177e195dde5dd\Approved\Approved On: 22-Dec-2020 14:26 (GMT) 


Final Report 
Sponsor Reference No. RN9391R58 


Appendix 29 
FETAL SOFT TISSUE ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 
ABNORMALITIES 
HEART 

: Interventricular septal defect L 

F 

: Bicuspid valve, misshapen L 

F 

: Lobe, misshapened L 

F 

VESSELS 

: Innominate artery, absent L 

F 

: Aorta passes dorsal to the L 

trachea and esophagus F 

: Aortic arch, absent L 

F 

: Aortic arch, interrupted L 

F 

: Caroid artery, malpositioned L 

F 

: Ductus arteriosus, patent L 

F 


L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings 
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RANGE/STUDY 

N % 

0-1 (0-4.8) 
0-1 (0-0.7) 
0-1 (0-4.8) 
0-1 (0-0.7) 
0-3 (0-14.3) 
0-3. (0-2.4) 
0-1 (0-5.0) 
0-1 (0-0.7) 
0-1 (0-5.0) 
0-1 (0-0.6) 
0-1 (0-4.5) 
0-1 (0-0.8) 
0-1 (0-4.8) 
0-1 (0-0.8) 
0-1 (0-4.5) 
0-1 (0-0.8) 
0-1 (0-5.0) 
0-3 (0-2.1) 
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FETAL SOFT TISSUE ABNORMALITIES 


Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 
RANGE/STUDY 
ABNORMALITIES N N % 
VESSELS (CONT'D) 
: Subclavian artery, malpositioned L 1 0-1 (0-4.5) 
F 1 0-1  (0-0.8) 
: Vessels arise in incorrect order L 1 0-1 (0-4.0) 
F 1 0-1 (0-0.6) 
: Right subclavian passes dorsal L 1 0-1 (0-4.3) 
to trachea and esophagus F 1 0-1 (0-0.6) 
: Right subclavian arises to the L 1 0-1 (0-4.3) 
left of left subclavian F 1 0-1 (0-0.6) 
: Pulmonary artery constricted L 1 0-1 (0-4.3) 
F 1 0-1 (0-0.6) 
: Transposed Li 2 0-1 (0-4.0) 
F 2, 0-1  (0-0.7) 
: Major vessels, malpositioned L 1 0-1 (0-5.0) 
F 1 0-1  (0-0.6) 
INTESTINES 
: Portion protrudes through L 1 0-1 (0-4.0) 
umbilicus F 1 0-1 (0-0.6) 
KIDNEYS 
: Small L 1 0-1  (0-4.5) 
F 1 0-1 (0-0.8) 
URETER : Dilated, slight L 1 0-1  (0-5.0) 
F 1 0-1  (0-0.6) 
L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings Updated 02 March 2019 
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FETAL SKELETAL ABNORMALITIES 


GESTATION DAY 21 CAESAREAN-SECTION 


NO OF STUDIES INCLUDED 


NO LITTERS EXAMINED 
NO FETUSES EXAMINED 


SKULL 


VERTEBRAE 


L: LITTER INCIDENCE 
F: FETAL INCIDENCE 


Zygomatic 


Squamosal 


Skull 


Cervical 


Thoracic 


Lumbar 


Sacral 


Caudal 


DOSE RANGE FINDING STUDIES 


ABNORMALITIES 


: Arch, incomplete ossification 


: Incomplete ossification 


: Suture, large 


: Cervical rib(s) present 
: Cervical arch, misshapen 


: Supernumerary, short 


: Centrum, bifid 


: Centrum, bipartite ossifcation 


: Centrum, small 
: Arches and centrum, fused 


: 1 present 


: 0 present 


: Space 


: Small 


Note: All summary values are based on studies with fetal findings 
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RANGESTUDY 
N % 
0-1 (0-167) 
0-1 (0-3 3) 
0-1 (0-100) 
0-1 (0-16) 
0-1 (0-100) 
0-1 (0-16) 
0-2 (0-20 0) 
0-2 (0-3 0) 
0-1 (0-167) 
0-1 (0-28) 
0-1 (0-167) 
0-1 (0-26) 
0-2 (0-20 0) 
0-3 (0-4 8) 
0-1 (0-167) 
0-2 (0-67) 
0-1 (0-100) 
0-1 (0-12) 
0-1 (0-10 0) 
0-1 (0-12) 
0-1 (0-100) 
0-1 (0-12) 
0-1 (0-100) 
0-1 (0-12) 
0-1 (0-100) 
0-1 (0-12) 
0-1 (0-10 0) 
0-1 (0-12) 
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FETAL SKELETAL ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
DOSE RANGE FINDING STUDIES 
ABNORMALITIES 
RIBS 
: Incomplete ossification L 
F 
STERNEBRAE 
: One or more incompletely ossified L 
or not ossified F 
: Asymmetric L 
F 
: Misshapen L 
F 
PELVIS 
Tlium 
: Close set L 
F 
Pubis 
: Incomplete ossification L 
F 


L: LITTER INCIDENCE 
F: FETAL INCIDENCE 
Note: All summary values are based on studies with fetal findings 
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RANGESTUDY 
N % 
0-1 (0-100) 
0-1 (0-16) 
0-1 (0-100) 
0-1 (0-15) 
0-1 (0-100) 
0-1 (0-15) 
0-1 (0-167) 
0-1 (0-26) 
0- (0-10 0) 
0-1 (0-1 2) 
0-1 (0-100) 
0-1 (0-16) 
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FETAL SKELETAL ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 


NO OF STUDIES INCLUDED 76 
NO LITTERS EXAMINED 1680 
NO FETUSES EXAMINED 11630 
ABNORMALITIES RANGE/STUDY 
N N % 
SKULL 
Frontals 
: Contain an interfrontal L 4 0-1 (0-5 0) 
F 4 0-1 (0-0 8) 
: Incompletely ossified L 20 0-2 (0-10 5) 
F 24 0-5 (0-3 3) 
: Misshapen i. 0-1 (0-5 0) 
F ol 0-1 (0-0 7) 
Nasal 
: Short L ol 0-1 (0-4 2) 
F ol 0-1 (0-0 6) 
: Misshapen L. = 3 0-1 (0-5 0) 
F 3 0-1 (0-0 8) 
Nasal-Frontal 
: Suture, large L 5 0-1 (0-5 9) 
F 5 0-1 (0-0 9) 
Parietal 
: Incompletely ossified L 49 0-6 (0-30 0) 
F 63 0-8 (0-6 3) 
: Hole L 2 0-1 (0-5 3) 
F 2 0-1 (0-0 7) 
: Misshapen EG. 0-1 (0-5 0) 
F ol 0-1 (0-0 7) 
Interparietals 
: Unossified L 0-1 (0-5 0) 
F 2 0-1 (0-0 7) 
: Incompletely ossified L 14 0-6 (0-28 6) 
F 17 0-6 (0-4 5) 
: Absent Ey 2 0-1 (0-5 0) 
F 2 0-1 (0-0 8) 
Eye Socket 
: Small L 4 0-1 (0-4 8) 
F 4 0-1 (0-0 6) 
Palate 
: Incompletely ossified L 2 0-1 (0-4 2) 
F 2 0-1 (0-0 6) 
: Irregularly shaped Ty 2 0-1 (0-5 0) 
F 2 0-1 (0-0 7) 
: Absent L 2 0-1 (0-4 5) 
F 2 0-1 (0-0 7) 
Premaxilla 
: Short 1 | 0-1 (0-4 2) 
1 | 0-1 (0-0 6) 
: Misshapen Ee 2 0-1 (0-5 0) 
Bo 2 0-1 (0-0 7) 
L LITTER INCIDENCE 
F FETAL INCIDENCE 
Note All summary values are based on studies with fetal findings. 
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FETAL SKELETAL ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 


RANGE/STUDY 
ABNORMALITIES N N % 
SKULL (CONT ) 
Maxilla 
: Short L ol 0-1 (0-4 2) 
F ol 0-1 (0-0 6) 
: Split L ol 0-1 (0-4 2) 
E il 0-1 (0-0 5) 
: Incompletely ossified L 1 0-1 (0-4 8) 
F 2 0-2 (0-1 3) 
: Misshapen LE «3 0-1 (0-5 0) 
FO «3 0-1 (0-0 8) 
Mandible 
: Short E.1 0-1 (0-4 2) 
F ol 0-1 (0-0 6) 
: Misshapen | Caen | 0-1 (0-5 0) 
F ol 0-1 (0-0 7) 
: Absent Ts 12 0-1 (0-4 5) 
B.-2 0-1 (0-0 8) 
Squamosal 
: Misshapen L 4 0-1 (0-5 0) 
F 4 0-1 (0-0 8) 
: Incompletely ossified L 91 0-7 (0-35 0) 
F 124 0-10 (0-8 3) 
Supraoccipital 
: Incompletely ossified L 4 0-1 (0-4 8) 
F 5 0-2 (0-1 3) 
: Hole Le: Bet 0-1 (0-5 3) 
F ol 0-1 (0-0 7) 
: Absent L ol 0-1 (0-5 0) 
F ol 0-1 (0-0 7) 
Suture 
: Large LY 2 0-1 (0-5 6) 
F 2 0-1 (0-0 8) 
Zygomatic Arch 
: Incompletely ossified E131 0-11 (0-55 0) 
F 201 0-21 (0-19 0) 
: Fused Ec 2 0-2 (0-9 5) 
F 2 0-2 (0-1 8) 
: Misshapen L 4 0-1 (0-5 0) 
F 4 0-1 (0-0 8) 
Tympanic Rings 
: Incompletely ossified L 4 0-3 (0-13 6) 
F 5 0-4 (0-1 4) 
: Close set cE 1 0-1 (0-4 2) 
F ol 0-1 (0-0 5) 
: Absent i ae | 0-1 (0-5 0) 
F ol 0-1 (0-0 7) 
: Fused E22 0-1 (0-4 5) 
E42 0-1 (0-0 8) 
Exoccipital 
: Fused L 1 0-1 (0-4 5) 
F ol 0-1 (0-0 7) 
: Absent L 2 0-1 (0-5 0) 
F 2 0-1 (0-0 7) 
L LITTER INCIDENCE 
F FETAL INCIDENCE 
Note All summary values are based on studies with fetal findings. 
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SKULL (CONT ) 


VERTEBRAE 


L LITTER INCIDENCE 
F FETAL INCIDENCE 
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Test Facility Study No. 20256434 


FETAL SKELETAL ABNORMALITIES 


Cri:CD(SD) RATS 


GESTATION DAY 21 CAESAREAN-SECTION 


Sphenoid 


Basisphenoid 


Basioccipital 


Skull 


Hyoid 


Canal 


Cervical 


Note All summary values are based on studies with fetal findings. 


FULL STUDIES 


ABNORMALITIES 


: Incompletely ossified 


: Irregularly shaped 


: Irregularly shaped 


: Unossified 


: Short 


: Unossified 


: Body, incomplete ossification 


: Absent 


: Arch, incompletely ossified 

: Arch, reduced ventral process, 6th 

: Arch, 7th cervical arch had the 
appearance of the 6th arch 

: Arch, fused 

: Arch, open 

: Arch, irregularly shaped 

: Lateral ossification site 

: Cervical rib present at 7th vertebra 

: Hemivertebra 

: Arch, small 


: Supernumerary, short 


: Supernumerary, full 


CONFIDENTIAL 


le 


Teme 


eae 


ar 


>I elie Il onli >I colic >I onliis Il calli Wl colic Il calli 0 collic Il oalic >I colli -l ollic >i oa 


RANGE/STUDY 
N N % 
1 0-1 (0-42) 
1 0-1 (0-06) 
4 0-1 (0-50) 
4 0-1 (0-08) 
2 0-1 (0-50) 
0-1 (0-07) 
1 0-1 (0-42) 
1 0-1 (0-05) 
1 0-1 (0-42) 
1 0-1 (0-05) 
4 0-2 (0-91) 
4 0-2 (0-16) 
6 0-4 (0-200) 
8 0-6 = (0-39) 
1 0-1 (0-50) 
1 0-1 (0-08) 


28 0-3. (0-143) 
33 0-4 = (0-22) 
29 0-3 (0-136) 


32 0-5 (0-30) 
6 0-2 (0-80) 
6 0-2 (0-11) 
3 0-1 (0-42) 
3 0-1 (0-06) 
1 0-1 (0-42) 
1 0-1 (0-05) 


24 0-3. (0-136) 
24 0-3. (0-22) 


9 0-6 (0-273) 
9 0-6 (0-37) 
64 0-4 (0-182) 
B 0-5 (0-40) 
1 0-1 (0-40) 
1 0-1 (0-07) 
1 0-1 (0-40) 
1 0-1 (0-07) 
17 0-3 (0-150) 
19 0-4 (0-32) 
1 0-1 (0-50) 
1 0-1 (0-08) 
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FETAL SKELETAL ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 


RANGE/STUDY 
ABNORMALITIES N N % 
VERTEBRAE (CONT ) 
Thoracic 
: Centrum, bifid L_ 166 0-8 (0-34 8) 
F 186 0-10 (0-5 7) 
: Centrum, unilateral ossification L, 5 0-1 (0-5 0) 
EAS 0-1 (0-0 8) 
: Centrum, not ossified LL 2 0-1 (0-5 0) 
F 2 0-1 (0-0 6) 
: Arch, fused L 4 0-1 (0-4 8) 
F 4 0-1 (0-0 8) 
: Arch, open E. J 0-1 (0-4 2) 
F 0-1 (0-0 5) 
: Arch, misshapen Le) sl 0-1 (0-4 8) 
F 0-1 (0-0 8) 
: Centrum, misshapen L 0-1 (0-4 5) 
F 0-1 (0-0 7) 
: 7 present L. 4 0-1 (0-4 2) 
F 0-1 (0-0 6) 
: 11 present i 4 0-1 (0-4 0) 
F 0-1 (0-0 6) 
: Arch, small L 0-1 (0-4 0) 
F 0-1 (0-0 6) 
Lumbar 
: Centrum, bifid L ot 0-4 (0-18 2) 
F ll 0-4 (0-2 8) 
: Centrum, unilateral ossification L 0-1 (0-4 2) 
F 0-1 (0-0 6) 
: Centrum, not ossified L 0-1 (0-5 0) 
F 0-1 (0-0 8) 
: Centrum, irregularly shaped L oil 0-1 (0-5 0) 
F 0-1 (0-0 8) 
: Centra, fused L 0-1 (0-4 2) 
F 0-1 (0-0 6) 
: Arch, fused L 0-1 (0-5 0) 
F 0-1 (0-0 8) 
: Arch, open L 2 0-1 (0-5 0) 
F 2 0-1 (0-0 7) 
: Arch, irregularly shaped L 1 0-1 (0-5 0) 
F 0-1 (0-0 8) 
: 10 present L oil 0-1 (0-4 2) 
F 0-1 (0-0 6) 
: 5 present L oil 0-1 (0-5 0) 
F 0-1 (0-0 8) 
: Supernumerary L 0-1 (0-4 8) 
F 0-1 (0-0 7) 
: Arch, incompletely ossified L 0-1 (0-5 0) 
F 0-1 (0-0 7) 
Sacral 
: Arch, open i. 2 0-1 (0-5 0) 
F 2 0-1 (0-0 7) 
: Arch, incompletely ossified L 4 0-2 (0-10 0) 
F 4 0-2 (0-1 6) 
: 0 present L ol 0-1 (0-5 0) 
L LITTER INCIDENCE Fol 0-1 (0-08) 
F FETAL INCIDENCE 
Note All summary values are based on studies with fetal findings. 
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FETAL SKELETAL ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 


RANGE/STUDY 
ABNORMALITIES N N % 
VERTEBRAE (CONT ) 
Caudal 
: 4 present TE J 0-1 (0-4 2) 
F 1 0-1 (0-0 6) 
: Arch, open i. 3 0-1 (0-5 0) 
F 3 0-1 (0-0 8) 
: Less than 26 pre-sacral vertebrae Ly. . + 0-1 (0-4 5) 
F 1 0-1 (0-0 8) 
RIBS 
: Wavy L 37 0-3 (0-12 5) 
F 40 0-4 (0-2 4) 
: One or more incompletely ossified L 44 0-3 (0-12 0) 
(hypoplastic) or not ossified F 47 0-4 (0-2 4) 
: Fused L 4 0-1 (0-4 5) 
F 4 0-1 (0-0 8) 
: Short L 42 0-3 (0-12 5) 
F 45 0-3 (0-2 3) 
: Thickened L 25 0-3 (0-12 5) 
F 29 0-4 (0-2 4) 
: 6 present | oan | 0-1 (0-4 2) 
F 1 0-1 (0-0 6) 
:7 present LT: oil 0-1 (0-4 2) 
F 1 0-1 (0-0 6) 
: Bent L ol 0-1 (0-4 5) 
F 1 0-1 (0-0 6) 
: Broad | ee 0-1 (0-4 5) 
F 1 0-1 (0-0 6) 
: Absent | ee 0-1 (0-4 2) 
F 2 0-1 (0-0 5) 
: Nodulated L 12 0-4 (0-20 0) 
F 14 0-5 (0-4 2) 
: Split L 1 0-1 (0-4 0) 
F 1 0-1 (0-0 6) 
: 11 present Ey a1 0-1 (0-4 0) 
F 1 0-1 (0-0 6) 
: T14, short L 28 0-7 (0-31 8) 
F 49 0-15 (0-12 1) 
> 714, full L 2 0-2 (0-9 5) 
F 2 0-2 (0-1 3) 
: Thoracolumbar, full Le 3 0-3 (0-14 3) 
F 3 0-3 (0-2 3) 
: Thoracolumbar, short L 19 0-19 (0-90 5) 
F 66 0-66 (0-49 9) 


L LITTER INCIDENCE 
F FETAL INCIDENCE 


Note All summary values are based on studies with fetal findings. 
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FETAL SKELETAL ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 


RANGE/STUDY 
ABNORMALITIES N N % 
STERNUM 
Sternebrae 
: One or more incompletely ossified L 24 0-2 (0-9 1) 
or not ossified F 26 0-3 (0-2 4) 
: Asymmetric EL. «13 0-2 (0-8 3) 
F 13 0-2 (0-1 1) 
: Irregularly shaped L.<9 0-2 (0-10 0) 
F ll 0-4 (0-3 7) 
: Fused LS 0-2 (0-10 2) 
F 5 0-2 (0-2 0) 
: Duplicated L 9 0-1 (0-5 0) 
F ll 0-1 (0-0 7) 
: Bipartite ossification Te 45 0-1 (0-5 0) 
F:, (5 0-1 (0-0 8) 
: Split L 0-1 (0-5 0) 
F 0-1 (0-0 7) 
Centra : Not ossified Ty 3. 0-1 (0-5 3) 
F 3 0-1 (0-0 7) 
: Incompletely ossified L 0-1 (0-5 3) 
F 0-1 (0-0 7) 
: Asymmetric E.2 0-1 (0-5 3) 
F 3 0-2 (0-1 4) 
:7 present L 0-1 (0-4 8) 
F 0-1 (0-0 7) 
: Irregularly shaped L 0-1 (0-4 8) 
F 0-1 (0-0 7) 
: Bifid L 0-1 (0-5 0) 
F 0-1 (0-0 6) 
Manubrium 
: Fused L 2 0- (0-4 2) 
F 2 0-1 (0-0 6) 
: Irregularly shaped L 4 0- (0-4 0) 
F 4 0-1 (0-0 5) 
: Duplicated L 2 0- (0-5 3) 
F 2 0-1 (0-0 7) 
: Incompletely ossified \ Ea 0- (0-4 8) 
F ol 0-1 (0-0 7) 
Xiphoid 
: Irregularly shaped | a | 0- (0-4 5) 
F ol 0-1 (0-0 7) 
: Incompletely ossified | an 0-1 (0-4 8) 
F 2 0-1 (0-0 7) 
SCAPULAE 
Body and Ala 
: Bent L ol 0-1 (0-4 2) 
F ol 0-1 (0-0 6) 


L LITTER INCIDENCE 
F FETAL INCIDENCE 


Note All summary values are based on studies with fetal findings. 
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FETAL SKELETAL ABNORMALITIES 
Cri:CD(SD) RATS 
GESTATION DAY 21 CAESAREAN-SECTION 
FULL STUDIES 


RANGE/STUDY 
ABNORMALITIES N N % 
PELVIS 
Pubis 
: Incompletely ossified L 17 0-2 (0-9 5) 
F 20 0-2 (0-2 6) 
Ishchium 
: Incompletely ossified L 12 0-2 (0-8 0) 
F 12 0-2 (0-1 1) 
Pelvis 
: Close-set L ol 0-1 (0-5 0) 
F ol 0-1 (0-0 8) 
Ilium 
: Malpositioned L ol 0-1 (0-5 0) 
F ol 0-1 (0-0 7) 
FORELIMB (S) 
Phalanx 
: Absent EY 0-1 (0-4 5) 
F ol 0-1 (0-0 6) 
: Less than the expected number ossified 13 0-9 (0-42 8) 
F 24 0-20 (0-13 9) 
: Unossified L 63 0-17 (0-81 0) 
F 204 0-71 (0-47 0) 
Digit 
: Absent L 0-1 (0-4 5) 
F 0-1 (0-0 6) 
: Short L 0-1 (0-4 5) 
F 0-1 (0-0 6) 
Metacarpal 
: Fused L 0-1 (0-4 2) 
F 0-1 (0-0 6) 
: Less than the expected number ossified j ay 0-2 (0-9 1) 
F 2 0-2 (0-1 2) 
: Misaligned L 0-1 (0-4 5) 
F 0-1 (0-0 6) 
HINDLIMB(S) 
Digit 
: Extra Ex 2 0-1 (0-4 2) 
F 2 0-1 (0-0 6) 
Phalanx 
: Extra L 2 0-1 (0-4 2) 
F 2 0-1 (0-0 6) 
: Less than the expected number ossified Is 3 0-20 (0-95 2) 
F 167 0-101 (0-70 1) 
Metatarsal 
: Unossified L 12 0-5 (0-22 7) 
F 16 0-7 (0-5 5) 
L LITTER INCIDENCE 
F FETAL INCIDENCE 
Note All summary values are based on studies with fetal findings. 
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